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Exploration of IKZF transcription factor complexes that induce immunomodulatory
drugs (IMiDs) resistance.

3,200,000

protein-1 AP-1

2 Len
AP-1
c-Fos AP-1
MM
MM AP-1

MM

c-Fos
IKZF1
Len

lenalidomide Len
1 activator

IKZF1
c-Fos Len
In vitro In vivo
(c-Fos/FosB/c-Jun/JunB/BATF) AP-1

Lenalidomide (Len) plays an important role in the treatment of multiple
myeloma. Clinically, resistance to Len is an urgent issue, but the mechanism of resistance remains
unclear. In this study, we found that 1) c-Fos, a transcription factor of the activator protein-1
(AP-1) family, forms a complex with IKZF1 and activates transcription of genes essential for myeloma

cell growth, and 2) residual c-Fos in the IKZF1 complex induces Len resistance. Furthermore, we
show that the combination of AP-1 inhibitor and Len resulted in excellent growth inhibition and
prolonged survival in vitro and in vivo.
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c- FOS is an integral component of the IKZF1 transactivator complex and mediates lenalidomide 2023
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c-FOS mediates IMiDs resistance by acting as a co-activator of IKZF1-target genes in multiple myeloma.
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