Highly synergistic effect of focal ahesion kinase inhibition with ibrutinib to overcome drug

resistance in mantle cell lymphoma

wInﬁlf:ration

© L O
59

MCLs

O

High expression of FAK

Bone marrow
FAK inhibition 7&
RNAi based FAK silencing, O O O
FAKi

Bone marrow

05\
FAK inhibition
D O O O

0% Ibrutinib

Bone marrow

MCL-stromal cells interaction
\ ' 4
FAK activation

A 4
AKT, p42/44, Nf—kB activation
(\V,v
Survival, proliferation and
drug resistance

Blockage of targeted cell invasion
A 4
v
no FAK activation
A 4

Inactivation of signaling cascade

Apo\|5tosis

Combine treatment to overcome
drug resistance of MCL

Rudelius et al, Haematologica, 2017



