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Results

Background

Chronic Lymphocytic Leukemia (CLL) is characterised by
a constitutive activation of the B Cell Receptor (BCR). \ / / \
High-risk CLL patients are treated with ibrutinib, a small e — P S S — o
molecule that inhibits BTK, downstream the BCR. N . ) evsongrmizomin | - 1 oe | = T o] - [ s e R s M
MOSt patlents Only aChleve a Mlnlmal RGSlduaI Dlsease & ® 000 0 0 © S Promoters | Higher accessibility in £s % i g ——_ e o el s (RAS Kbe - _
"y . . . . . 0000" 000 O © Enhancers MRD vs. baseline 81 ':‘»':" l““: #3 °7 ° " 15 .... e -
(MRD) positive Partial Remission, which is usually kept ~ R o | E H, bt P g B ot S PR
: : . R A R O R RSO S % 61 '{"i.g‘f g 61 6 1 70 _ . N -
untll dlsease prOg reSS|On Enhancers S g. 10 et o bt S MEK |
00000000 00 @ romoters ess accessibility in 4 1 4 4 I w0 Giee GEES GEES GENS SEme @me Tubulin o
0000000000000000 Enhancers - k/IRD Vs. baszl:r?é - 20 ~ ‘ “ f“ 1 B PR R ——
Pre-treatment CLL MRD positive PR Progression N 2 2 2 WS D S
, H ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Promoters ] . 20 “ - “- - “ ERK 40 T TN W W o-ERC
PP | Baseline " Week 2 ” - S o
A:"h"z":n ’= K I J ﬂ : Cr ; £ X @ Significant change vs. baselin 0 5 10 0 Uli/IAP 10 I 70 T p-BTK
= = Transcription Factors (TF) Circle sizes decrease as p
cLL %. | o /. 4 N mf_ P increase 1
it B K \ o | | R | | o (F) Functional validation on primary samples by western blotting
(B) ATAC-seq. Def:reased accessml.llty regions are enriched in binding (D) scRNA-seq. Slngle-cel! transpnptomes revealec_j a dlstl_nct shows that RAS/ERK can be activated by BCR stimulation irrespective
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downstream ERK signaling and controlling early B cell development baseline samples before ibrutinib start. leading to decreased cell viability (not shown).
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CLL cells to survive despite BTK inhibition. ®
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