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Proposed model

RNA Tumors/Cells

Pathway

Observed & putative function

EWS-FLI1 ERG
EWS-ERG “a_

HSAT2,3 b ) LINEs, SINEs, LTR/ERVs

. 2pll.2 HSAT2,3, ACRO1 . A
- 4p11 o @ e
. 10g11.21 T Sl

. 21p11.2 \”“’“’ B« C

» Local and distant tumor environments
 Blood circulation

HSAT2,3-high tumors EWS-FLI1 EwS EVs Androgen
v v v v X
_ Localized f
EwsS, n=21 PCa, n=08 Hela cells MRCS5 fibroblasts VCaP cells, ERG T
HSAT2,3 T HSAT2,3 T HSAT2,3 T HSAT2,3 T HSAT2,3 T
IFNI/I L IFNIII, IFNyT IENI/I T IFNI/III, pTBKLT IFN response T
IL6-JAK-STAT3 4 Myc targetsT IL6-JAK-STAT3T  ¢GAS, pBRCAL, pATMT  IL6-JAK-STAT3 ©
E2F, Myc targetsT G2/M checkp_omtT E2F targetsT DNA damage ™ Androgen response
G2/M checkpoint ™ DNA repair G2/M checkpoint™  Kinetochore assembly? DNA damage
Mitotic spindle™ Mitotic spindle™ Mitotic spindle® Cell divisionT

Cancer-associated local and systemic inflammation
Compromised centromeric and kinetochore function
DNA damage, cell division defects, senescence
Affected cells: EWS-FLI1-high cells and tumors, androgen-stimulated prostate cancer cells;

ERG-overexpressing non-transformed prostate epithelial cells,
cancer EV-targeted recipient cells, e.g., stromal fibroblasts and immune cells



