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AO6 — RESISTANCE MECHANISMS OF GLIOBLASTOMA AGAINST

ALKYLATING AGENTS AND RADIOTHERAPY
Violaine Goidts & Felix Sahm

SUMMARY TASK VISUAL ABSTRACT WORKFLOW
DECIPHER
. . . TaSk 1 . .*Q:; shRNA library o (Ep|_)genomlc and
In this project, loss-of-function |dentification of £ translational characterization
screens will be performed to drug targets to @ @ of recurrent and newly
decipher the mechanisms of ‘ncrease chemo- Vel Gognosed vs. NewlydiagnosTel\(illéglioblastoma diagnosed.glioblastoma
and radiothera PY glioblastoma, vs. Newly diagnosed glioblastoma Samples with MGMT

isocitrate dehydrogenase (IDH)
wildtype glioblastoma resistance
to alkylating agents and
radiotherapy. Presence and
activation of these mechanisms |
will also be confirmed on human ' ' g

glioma tissue, also with regard to v

intra-tumoral heterogeneity. We

sensitivity astrocytes +irradiatio methylated or unmethylated
VS. Recurrent glioblastoma
promoter.
* Loss-of-function screen with
4 or without temozolomide or
A corna depletedin high-dose irradiation.

the treatedumer o Selection of the best hits.
, potentia h ts.

Treated

Task 2 — - _— e Validation via CRISPR/Cas9
' . Molecular enotypic
aim to overcome current therapy N vitro validation 20 hits characteriratio htyz‘;t system (FACS, caspase
resistance and ultimately of the identified CRISPB/CASS assay,...).
. : targetin e (Confirmation of the

recurrence of glioblastoma hits single it . .

: phenotype using available

l ° CO inhibitors and selection of
IC5

Determinatio the MOSt effeCtive and
; ' selective one.

6'9 .
Small-molecule ‘

inhibitors e | s n
\  (Epi-)genomic and
3 hits EEn transcriptional monitoring of
the inhibition.

Task 3 — PDX model * Establishment of orthotopic
Selected _ _
In Vivo prec|inica| S > combinatorial PDX models (mcludmg
studies of @ treatment monitoring of the genetic
small-molecule Inhibitor + temozolomide changes by high-throughput
or .
inhibitors to target irradiati sequencing).

irradiatio
l e |nvivo test of the established
combinatorial treatments
from tasks 1 and 2.

recurrent
glioblastoma
and increase
current
therapies
sensitivity

Task 4 — /“\
Assessment of IDH™frmodel Verification of a potential clonal

potential clonal selectivity of the treatment by

selection of the single-cell sequencing using
combinatory Confetti o del Q Selected * |DH mutant mouse model
combinatorial :
o nfetti m m |
treatment ‘ troatrent Co .ett ousg ode
* Optical barcoding

Optical barcodmg
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