Figure S11. (A) ClueGO analysis of proteomic data from PANC-1 cell line overexpressing COUP-TFII_V2. Barplots indicate
the percentage of genes per GO term. (B) Pie chart representing GO terms as a percentage according to the number of proteins
identified. (C) GO terms influenced by COUP-TFII represented as networks organized in traditional cellular pathways with
cellular localization; view. The visualization was obtained with the Cerebral Plugin for Cytoscape. GO, gene ontology; TF,
transcription factor. "P<0.05; “"P<0.01.

A %Genes(Term

012345 6 7 8 91011121314151617 181920212223 24252627 2829 30 31
Flegulatlonorprotemexportfrom nucleu =1 1 1 171 11 1111 1717 1111711171711
Res| sa to 3lectrlcal stimulu _-‘
transfer actwny
Paositive regulation of phosphollpld metabolic proce IE——
ion of cel IHIar res |rat|0 e e e R
Re ulauo oxidative phosphorylatio I
Intermedla e filament cytoskeleton or anizatio I
ITIGBIIDI‘I I
Epﬁ L 0I|c 5 R A e T R Rl
arin nt Etic roces e S S s e e
?ulanon dendm morphogenes I——
q ion of dendritic spine developmen I———
Fle ulation of dandnt hP e morph oél nes I
F tive I‘EP oq Fﬁ\liﬁ calabo IC proces _"'
Negafive regulation metabol |c roces I
Necat ot i RNANAt sttjatl)l ization I
egative regulation of m abolic proce I
9 9 ﬁi ?gal?on K]
Posmve regulahon of chromosome segrggaho _r
re on, of mitotic nuclear divisi
uﬁlon of rﬁl'{tmlc sister ctlsromalﬁlle seqgre ?_t-
Positive regu lation of mitotic sister chromatid se res
Hegulatlon of metaphasefana hase transition of ce
ﬁ anaphase tranSItICm of mitotic
Regu aFon mlt 1| meta hase/ana hase tran RE“J
popr ein particle organizatio MEEEE—_—_—_—

P%mve rﬁ vl datlcm 0x1d reductase activi INEG_——
rotein- ?p c0m$ ex su unit organizatio M——

>

Plasma lipoprotein artlcle assemb| I
Pasitive regul?mn H g nase acmr | e
in-lipi GO o &

EE——
Flsgu'gﬁgn o‘]c gFgl {gﬂg gF—; |

% Terms per group

.Regulation of protein export from
nucleus 3.03%**
Positive regulation of monooxygenase Response to electrical stimulus 3.03%"*
activity 24.249%** I
Lipid transfer activity 3.03%**
Positive regulation of phospholipid
metabolic process 3.03% *
Regulation of cellular respiration
6.06%""
" Cornification 6.06%**

Heparin metabolic process 6.06%**

Positive regulation of mitotic sister
chromatid segregation 21.21%"

Regulation of dendritic spine
development 9.09%**

Negative regulation of mRNA
metabolic process 15.15%**

1.Extracellular, 2. Plasma Membrane, 3.Intra Cellular

RNA stabilization 1 Exiracellular, 3.Inira Cellular, 5.Nucleus

Extracellular, 2.Plasma Membrane, 3.Intra Cellular. 5.Nucleus

s
ulalmn of o:ldanve hosphorylatio negatme regulation of mRNA calabollc roCess

rle.gatlve regulation of mR*NEA‘-;;"a%';K;Iﬁ:oﬁn'zzggembrane. 3.Intra Cellular, 4.Nuclear Membrane, 5.Nucleus

f ANGPTL

ulation of dendrite m?rph ene
ii’rkz ) regulation of sterol trans; | ,.f'"
1
heparin biosynthetic proce: ®

FKPl g
- ot .
SLCZ5A41 BRD1

2.Plasma Membrane, 3.Intra Cellular

s 2 Plasma Membrane, 3.Intra Cellular, 5.Nucleus
TNFAIPELS

3.Intra Cellular

positive regulation of mitotic nuclear divisj

1 N " N X "
regulation of mitotic sister chromatid ‘s'egregatlu @ 3.Intra Cellular, 5.Nucleus

PRELID1 ‘ RIOK2 RNF20

CoOT1  metaphase/fanaphase transition of mitatic cell cycle




Figure S12. (A) Photomicrographs of MOCK, PANC-V1 and PANC-V2 treated with TGF3 or Compound C for 1 week (original
magnification, x100). (B) IF for phosphorylated SMAD2/3 in PANC-1 clones without any treatment. IF suggests a higher expres-
sion and nuclear localization of the TGFp effector in PANC-V1 cells compared to PANC-V2. (C) IF for 3-catenin in PANC-1
clones. Arrows indicate cells with a distinct nuclear B-catenin signal (scale bars, 10 gm). PANC-VI1, PANC-1 cell line overex-
pressing COUP-TFII_V1; PANC-V2, PANC-1 cell line overexpressing COUP-TFII_V2; MOCK, PANC-1 cell line resistant to
G418; TF, transcription factor; IF, immunofluorescence.
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Figure S13. (A) Densitometric analysis of the western blot from Fig. 6B. The dashed line represents the reference ratio measured
in MOCK cells. (B) Western blot of protein extracts of PL-45, CAPAN-2 and MiaPaca?2 transfected with pcDNA 3.1(+) (C) or
either one of the following: COUP-TFII_V1, COUP-TFII_V2 or COUP-TFII_V2NLS. From CAPAN-2, proteins were extracted
72 h after transfection, while extraction was performed at 48 h after transfection for PL-45 and MiaPaca?2 cells. (C) Mitochondria
depolarization in MOCK, PANC-V1 and PANC-V2 groups in SFIF or medium with 10% serum. Depolarization was evaluated
with the Mitopotential kit of the Muse Cell Analyzer. (D) Gli reporter luciferase activity of PANC-V1 and PANC-V2 cells. (E)
Annexin V apoptosis assay in PANC-V1 and PANC-V2 after LiCl administration, indicating a significant increase in the total
apoptotic fraction in PANC-V1 cells. Values are expressed as mean + standard deviation. "P<0.05; “"P<0.01; *“P<0.001 (vs. control
or MOCK). PANC-V1, PANC-1 cell line overexpressing COUP-TFII_V1; PANC-V2, PANC-1 cell line overexpressing COUP-
TFII_V2; MOCK, PANC-1 cell line resistant to G418; TF, transcription factor; SFIF, serum-free medium, CONT, PANC-V1 or
PANC-V2 not treated with LiCl; V1, COUP-TFII_V1; V2, COUP-TFII_V2; C, control cells transfected with pcDNA 3.1(+); FAK,
focal adhesion kinase; FOXO 3a, forkhead box (FOX)O3a; GSK3, glycogen synthase kinase 3.
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Figure S14. (A) PANC-1 cells transfected with three different fluorescent proteins (first column, Control GFP; second and third
columns, COUP-TFII_V2-EGFP; fourth column, COUP-TFII_V2NLS-EGFP (original magnification, x100). (B) Vimentin and
GAPDH expression in MiaPaca2 cells transfected for 48 h with COUP-TFII_V2 or COUP-TFII_V2NLS. (C) Cellular motili-
ties of PANC-1 (same data as in Fig. 3H plus data obtained from PANC-1 cells transfected with COUP-TFII_V2NLS-EGFP).
Gray-filled circles mark the position of outliers. (D) Cellular dimension of PANC-1 clones (same data as in Fig. 5C plus PANC-
V2NLS). Gray-filled dots mark the position of outliers. (E) $-gal staining for senescence in PANC-V2NLS cells compared with
other PANC-1 clones. Positive cells are stained blue (original magnification, x100). Values are expressed as mean + standard
deviation. "P<0.05; “P<0.01; "“P<0.001. ns, not significant; V2NLS, V2-nuclear localization signal; EGFP, enhanced green
fluorescence protein; TF, transcription factor. COUP-TFII_V2NLS, PANC-1 clone overexpressing COUP-TFII_V2NLS.
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Figure S15. Network of Gene Ontology terms from ClueGO analysis of PANC-V2 cells compared to MOCK. Magnification of
Fig. 6A.
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