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TRF2 is overexpressed in several tumors

Not sequenced
° No Mutation
° Missense
= In frame
+ Non sense
a Splice

TRF2 is a master regulator of telomere integrity
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n=52 mutations among 13 490 sequenced cases
frequency = 0,38%
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Schematic representation of the main mechanisms through which the telomeric repeat-binding factor 2 (TRF2) maintains telomere integrity. TRF2 binding to telomeric TTAGGG repeated sequences favours
assembly of the Shelterin, a multiprotein complex that protects telomere from erosion and inhibits the activation of non-homologous end joining (NHEJ) and DNA damage response. Depletion of TRF2 can
determine the activation of those signalling pathways that induce senescence and cell death.

Upper panel - RNAseq analysis of TRF2 expression of 30 tumor histotypes from the cancer
genome atlas (TCGA). Lower panel - Schematic representation showing numbers, frequencies,
and locations of mutations in the TRF2 gene among 13490 sequenced cases.

TRF2 affects gene expression TRF2 silencing does not induce DDR in HCT116 cells
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Upper panel — Schematic representation of TRF2 binding sites (telomeric and extratelomeric) on Upper panels — In colorectal cancer (CRC) models, expression of TRF2 positively correlates with performed in HCT116 cells silenced for TRF2 and their control counterpart. When specified DNA
the chromosome. Lower panel — Scheme summarizing the main functions of TRF2. Together with progression (TRF2 expression increases moving from normal mucosa to focal intramucous damaging agents Camptothecin (CPT, 0.2 uM for 2h) — in absence or in presence of the ATM
the “canonical” telomeric functions we identified a novel extratelomeric function of TRF2 in adenocarcinomas). Lower panels — A retrospective analysis performed on 537 CRC patients from TCGA inhibitor KU-55933 (5pM, 24h) — or Emicoron (0.5 uM, 24h) were used as controls. HCT116 cells
controlling gene expression. revealed that TRF2 expression correlates with tumor stage, lymphnode positivity, metastasis and poor were chosen as experimental model for further studies since it permits to investigate the
prognosis. extratelomeric role of TRF2 without interferences from its telomeric functions.

TRF2 regulates glycocalyx structure of cancer cells and promotes tumor formation and progression by subverting microenvironment
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Representative images of tumor dissemination are shown.
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