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Technology Development:

« A prime editor allele to facilitate precise in vivo modeling
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Prime Editing

bio

0 Nicking of PAM strand ° Hybridization of primer-binding ° Reverse transcription
site to PAM strand

o Ligation and mismatch repair

° Hybridization of DNA strands and flap cleavage

J3' 5'
= 7 e 3 i S I
3' 5' 3’ TTT 111 5' 3’ TTT 111 5
l 3' flap cleavage OR l 5' flap cleavage OR
5' 3 5' T 3" 5 3 5' 3
[TT1T]

3,llIHlIllHHllllllIIHII 5 3,HIHIIHHI”TI”mHH5, 3IHIHIIHHHIIIHIHIIII 5 3,HHIIH]H LT 5

X Edit is removed

X Edit is removed Enables editing



L]
. ®
(X

Klinik fur Hdmatologie und
Stammzelltransplantation

Universitatsmedizin Essen
Westdeutsches Tumorzentrum

Generation of a Prime Editor allele
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Generation of a Prime Editor allele
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Sotorasib: KRAS®12C |nhibitor
MRTX1133: KRASC12D |nhibitor
Gefitinib: EGFR Inhibitor
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Prime editing enables rapid generation of underexplored Tp53 mutations
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Prime editing enables rapid generation of novel NSCLC models P
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Personliche Bewertung

 Wichtiges neues experimentelles Tool, das rasche Interrogation bisher
nicht ausreichend studierter genomischer Aberrationen erlaubt

 |In Kombination mit tiefem genomischem Verstandnis humaner
Krebserkrankungen konnen mit diesem Tool praklinische in vivo
Plattformen fur Drug Discovery generiert werden

« Vor dem Hintergrund zunehmend restriktiver Wissenschaftspolitik im

Hinblick auf in vivo Experimente bleibt der Nutzen fur europaische Labore
unklar
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Cancer neuroscience:

« Glioblastoma networks display an actionable rhythmic activity

« Sympathetic catecholamine signaling drives T cell exhaustion
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Autonomous rhythmicactivityinglioma
networks drives brain tumour growth
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Teraiya et al., Front Oncol, 2023
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Patient-derived Human
Glioblastoma Cells (S24 Line)
Xenograft in Mouse Brain

Calcium imaging with multiphoton microscopy in
awake mouse demonstrating the autonomous
calcium activity of periodic cells.
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Patient-derived Human
Glioblastoma Cells (S24 Line)
In vitro Monolayer Assay

Calcium imaging with confocal microscopy
demonstrating the autonomous calcium activity of
periodic cells.

Gap junction inhibition with meclofenamic acid (MFA)
blocks the activation of connected cells but does not
affect the periodic cell itself.
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KCa3.1 inhibition represses GBM growth in vivo
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Personliche Bewertung

(BRAIN TUMOR CELL NETWORKS)
(SCALE-FREE, SMALL-WORLD)

Wichtige Extension der vorherigen
Beobachtung der Gruppe zu GBM
Netzwerken

Senicapoc Daten sind hochinteresant und

bieten hohes translationales Potential "
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The pB,-adrenergicreceptor links
sympatheticnervestoT cellexhaustion

https://doi.org/10.1038/s41586-023-06568-6 = Anna-Maria Globig', Steven Zhao', Jessica Roginsky', Vivien |. Maltez?, Juan Guiza®,

. Natalia Avina-Ochoa', Maximilian Heeg*, Filipe Araujo Hoffmann', Omkar Chaudhary®,
ROEEINGEI 0 SeRIDMIED 2052 Jiawei Wang®, Gokhan Senturk’, Dan Chen', Carolyn O’Connor'®, Samuel Pfaff’,
Accepted: 24 August 2023 Ronald N. Germain?, Kurt A. Schalper?, Brinda Emu® & Susan M. Kaech'™

Published online: 20 September 2023




‘e .‘.;.0'

Klinik fur Hdmatologie und
Stammzelltransplantation

Universitatsmedizin Essen
Westdeutsches Tumorzentrum

3 F¥ e R T e o 0% ’-‘ e R A g | LS ~§
The B1 adrenergic receptor gene Adrb1l is upregulated in exhausted CD’Q.céTl‘%&
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Exhausted CD8 cells display close proximity to TILs in THM9h human NSCLC display an

Tyrosine Hydroxylase (TH)-positive adrenergic exhausted immune-phenotype
nerve fibres in a murine PDAC model
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In the YUMMER1.7 melanoma model, CD8 exhaustion correlates with Adrb1 ';;g,,?‘f'*-'-

CD8 cells isolated from YUMMER1.7 model

§ 8 N expression and combined B blockade and ICB display synergistic activity. i
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Personliche Bewertung

« Sehr interessantes neues Konzept zum Neuro-Immun Cross-Talk

« Potentiell in einem translationalen Ansatz actionable

 Eine moglicherweise distinkte Rolle von B1, 2 und 3 Signaling ist nicht
abschliessend geklart

 Rollevon B1, 2 und 3 Signaling in anderen (Immun-)Subsets ist nicht
vollstandig geklart
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Drug development:

« Turning transcriptional repressors into activators
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Rewiring cancer driversto activate
apoptosis

https://doi.org/10.1038/s41586-023-06348-2  Sai Gourisankar'*¢, Andrey Krokhotin'é, Wenzhi Ji*®, Xiaofan Liu®, Chiung-Ying Chang',
Received: 15 August 2022 Samuel H. Kim', Zhengnian Li°, Wendy Wenderski'4, Juste M. Simanauskaite’,

i Haopeng Yang®, Hannes Vogel', Tinghu Zhang?, Michael R. Green®, Nathanael S. Gray®*™ &
Accepted: 20 June 2023 Gerald R. Crabtree™*™

Published online: 26 July 2023
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DNA damage and
proliferation
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TCIPs sind ein neues Wirkprinzip
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TCIP1 represses MYC Target genes and induces pro-apoptotic transcr.iﬁf’s
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Personliche Bewertung

 Sehr interessantes neues therapeutisches Konzept
« Basiert auf tiefem biologischen Verstandnis der Lymphomagenese

 Generalisierbarkeit des Konzepts bleibt etwas unklar
« Keine Daten zu in vivo anti-Lymphom-Aktivitat gezeigt
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Personliches Fazit:

Fantastische Zeit, um in der Krebsforschung zu arbeiten!
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Herzlichen Dank fur lhre Aufmerksamkeit!
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