Therapeutic impact of BET inhibition on immune cell
death checkpoints in MPN
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Current Challenges in MPN & Targeting
CDA47 to Enhance Treatment Outcomes

Anti-phagocytic CD47 expression decreases
in presence of BET Inhibition
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* Emerging therapies, such as Bromodomain & extra
terminal (BET) inhibitors, focus on targeting cancer
proliferation and immune surveillance pathways (e.g.,
CD47/CALR), offer promising new directions in cancer
immunotherapy.

Aim
To determining the impact of BET inhibitors, by

* p<0.05, ** p<0.01, ***p<0.001, ****p<0.0001. Data from n=3 experiments.

BET Inhibition leads to increased
Intracellular CALR expression in MPN
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 BET inhibitor alone significantly increased intracellular CALR
levels from 17% to 38% (p<0.001) on SET-2. The combination of
BET inhibitors with Ruxolitinib further elevated CALR levels to
43% (p<0.0001)(Figure A).

* In contrast, BET inhibitor monotherapy slightly reduced
extracellular CALR levels from 32% in untreated control to 27%
after 48 hours. Combination with Ruxolitinib further decreased
CALR to 15%, however none of these decreases were
statistically significant (p=0.09-0.06, respectively).

Discussion

* BET inhibitors significantly impact immune surveillance in
MPN cells by decreasing anti-phagocytic CD47 levels.

* This suggests BET inhibitors have potential as a therapeutic
strategy for MPN immunotherapy.

* Future studies will assess cancer cell phagocytosis markers in
the presence of macrophages to explore BET inhibitors' role in
boosting anti-cancer immune responses.



