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Figure S1

A 5.

g
=)
L

PDAC 2 3 5 6 8 9

VDR —

vinutin | S 1 I o

log10(RPM) VDR
o - -
n o o

- | |

0.0- T
O s A e A
oonoQoQo"c“g RN R4
Ay é‘ TIPS »
c Control FFX D oM E

~ 2.00- —-o- PDAC2 -+ PDAC5

g 1.75+ -=- PDAC3 -~ PDAC6

Q o 1.50 - PDAC9 — PDACS
§- 1.25-

3 = 1007

g = .75

g 3 »
S 0.50-
X 0.254

[{=]

g 0.00-

o -0.25

0.60 0.61 0.!IO 1.;)0 10:00
[FOLFIRINOX], relative ratio

PDACS8

Enrichment plot:
HALLMARK_EPITHELIAL_MESENCHYMAL_TRANSITION

0.5

PDAC9

0.4

0.3
0.2
0.1

Enrichment score (ES)

0.0

-0.1 \'/
_OAZ ““ |
l

‘BRx29' (positively correlated)

25

0.0 Zero-cross at 10866

=2.5

'BRx142" (negatively correlated) |
0 2,500 5,000 7,500 10,000 12,500 15,000 17,500 20,000 22,500
Rank in Ordered Dataset

Ranked list metric (Signal2Noise)

~— Enrichment profile — Hits Ranking metric scores




Figure S1:

(A) Expression of VDR across a panel of patient-derived PDAC cell lines and
commercially available cell lines Capan2, HPAFII, MiaPaCa2 and Panc1, as
determined by RNA-seq. (B) VDR protein levels in PDAC cell lines, as
determined by Western Blot. (C) Representative 4x images of PDAC
tumorspheres grown in 96 well ultra low attachment plates captured at Day 7
following FFX or vehicle-control dosing. (D) Dose response curve of PDAC cell
lines to FFX in vitro. (E) Enrichment plot for Hallmark EMT pathway in FFX-
treated PDAC cell lines.
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Figure S2:

(A) CYP24A1 expression in patient-derived PDAC cell line and commercially
available PDAC cell line spheroids following 5 days of CalT treatment compared
with vehicle control as determined by RNA-seq, expressed as log10 reads per
million (RPM). Error bars indicate s.d. (B) Expression heat map of genes whose
expression is 2-fold up- or down-regulated with CalT treatment in any single
PDAC cell line. Scale bar represents log2(fold change) relative expression in
CalT-treated samples compared with vehicle control. (C) Correlation heat map of
CalT-treated and vehicle-control PDAC ATAC-seq samples using chromatin
accessibility peaks across the genome. (D) Heatmap of Z score row-normalized
log2fold changes of ATACseq openness, clustering promoter region peaks
containing VDRE motif on each sample.
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Figure S3:

(A) Representative images showing migration of QM PDAC cells from an intact
spheroid 24hr after seeding on 8mm filters in the presence or absence of CalT.
Quantification of area covered by stained cells in three independent experiments
(n=3-8 per experiment) is shown. (B) Quantification of total colony area in four
independent experiments using E PDAC cell lines (n=3 per experiment). (C)
Relative tumorsphere growth over time in 3D culture in the presence or absence
of 10nM CalT as determined by CellTiterGlo viability assay and expressed as
fold tumorsphere growth over Day 0 control. Graphs summarize three
independent experiments per cell lines and error bars represent standard
deviation. (D) Quantitation of metastases in explanted lungs on day of sacrifice
from mice receiving control or CalT-treated PDAC9 cells. *p<0.05. (E)
Quantitation of metastases in explanted lungs on day of sacrifice from mice
receiving control or CalT-treated PDACS6 cells. (F) Relative expression of VDR in
PDACO cells transduced with VDR shRNA (VDR-KD) compared with non-target
shRNA control (NT).
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Figure S4:

(A) Violin plots depicting CYP24A1 expression levels, expressed as log2(RPM),
across normal tissues, exocrine pancreas tumors, E subtype and QM subtype
PDAC tumors from the TCGA. (B) Kaplan-Meier survival curves for high vs. low
CYP24A1 expression in all PDAC tumors (E, QM, exocrine-like) in the TCGA
dataset. (C) Kaplan-Meier survival curves for high vs. low CYP24A1 expression
in exocrine-like tumors from the TCGA dataset. (D-F) Kaplan-Meier survival
curves for high vs. low CYP24A1 expression in subsets of breast cancer tumors
(D), esophageal cancer (E) and head and neck squamous cell carcinoma (F) as
labeled.





