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* (Glioblastoma multiforme (GBM)
» WHO grade IV astrocytoma
* Most common brain tumor in adults
» Diffuse and infiltrative growth

Bradshaw et al. (2016)

 (lioma stem-like cells (GSCs)
* QOriginate from neuronal stem cells or de-differentiate from normal brain cells
» EXxpression of stemness markers
* High resistance to radio- and chemotherapy
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BRAT1 expression is increased in GBM

® HMOX1
@ SRXN1
@ RPL3L
S —————————_j—————.
4 6
ATO+Gos/solvent [log2]
*  Decreased Increased

Movement .
Development -

Cellular Respiration (GO.0045333)

Response to oxidative stress (GO.000979)
Translation

20. Januar 2021 BRAT1 in GBM cell lines | J. Ertl, O, GUIldly, S. Hehlgans, F. Rodel, D. Kogel & B. Linder

>

MRNA expression (log2)

g..
g -
Histology
B3 Non-tumor
7 B3 cBM
6 -
5 L

Non-tumor GBM

Histology

GOETHE $4
UNIVERSITAT

FRANKFURT AM MAIN

100% -
== BRAT1 High (n=39, events=38, median=6.6)
== BRAT1 Low (n=40, events=36, median=12.4)
75% HR = 0.62, (0.39 - 0.99)
|| * Log-rank p value= 0.0409
o
= * Wilcoxon p value= 0.0157
-
S 50%;
-
¥y
25% -
—
0% -
0 50 100 150

Survival time (Months)

Linder et al. (2019)
Unpublished work

4



Hypothesis

BRAT1 Is a key protein for
glioblastoma radio-resistance.
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1| Validation of BRAT1 knockdown cells
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2 | GBM cell proliferation is not affected by BRAT1 downregulation
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3a | BRAT1 is essential for an efficient and timely DNA repair. GBM cells
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3b | BRAT1 is essential for an efficient and timely DNA repair: GSCs oRTERT
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4 | BRAT1 deficiency does not affect colony formation ability vmms;g;
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5 | Downregulation of BRAT1 results in elevated cell death after irradiation
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6a | BRAT1 is necessary for BRCA1-recruitment to DNA damage sites
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6b | BRAT1 is necessary for BRCA1-recruitment to DNA damage sites RIS
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. s essential for efficient DNA repair.
\
Does not affect cell proliferation and colony formation ability.
Depletion might reduce radio-resistance.
/

. s necessary for BRCA1 recruitment to the DNA damage site.
/
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Thank you for your attention!
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