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Minority tumour-initiating population with
characteristics of stem cells identified in PDAC TET1 TET3
(Li 2007, Herman 2007, Lonardo 2011)
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Key CSC Genes are Hydroxymethylated in Tumourspheres

1 1 Signaling by Nuclear Receptors- (@
Tumoursphere Culture Oxidative o "
Bisulphite Signaling by Activin - .
Cells seeded at low density to select for: Sequencing: Renin secretion - °
ilei 1 Regulation of lipolysis in adipocytes - [ ]
1. Anoikis resistance,
. . . Rap1 signaling pathway - .
2. Proliferation from single cells p value
Pathways in cancer-. 0.04
3. Self-renewal (Passage) Tooum . o ™ insulin secretion ® 003
> .4 0.02
E A Q | Inflammatory mediator regulation of TRP channels - ® 0.01
l ‘ ’C ; Gy . GnRH signaling pathway - [ ]
00000000 0O e . N Count
o O o 00 astric acid secretion - e 10
Gap junction - . 20
® »
l l I AR 3D c Endoderm Differentiation - [ ]
O @] O Adh Sph  Adh Sph Adh Sph Endocrine resistance - [ ]
o o TETL | - - |
- = Endocrine and other factor-regulated calcium reabsorption - [
Tems [ === L -
l B-Actin - M cAMP signaling pathway- @
l I Amoebiasis - [
@ @ @ i . 10 20 30 40
GSEA using ESC/CSC gene list: e % Hits
tem Cell-Relate enes
Passage 1 ””””””””””””””””””””””””””””” |
l ‘ 5"4 g‘m- pvalue
5 2 . £ 0075
OO OOOOO 0 O gnz ) TN, g‘zn. 0.050
0 O O O O 'E E I 0026
wo—H — A . - .---—
& 200 400 660 & O{i*\} S & W\Q é‘a’& & Q'O@ &
rank & & E & & S < &

Wong DJ, Liu H, Ridky TW, Cassarino D, Segal E, Chang HY. Module map of stem cell genes guides creation of epithelial cancer stem cells. Cell Stem Cell. 2008 Apr 10,2(4):333-44. doi:
10.1016/j.stem.2008.02.009. PMID: 18397753; PMCID: PMC2628721.



CRISPRi TET1 or TET3 Knockdown Impairs CSC Function
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TET1 and TET3 Mechanism of Action
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