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INTRODUCTION AlM

METHOD CONCLUSIONS

Myelofibrosis (MF) is driven by constitutive JAK2/STAT signaling To evaluate the activity of roginolisib alone and in combination with  Using the JAK2V617F-mutated UKE-1 cell line and primary MF Roginolisib shows activity in primary MF cells and
associated with JAK2, CALR, and MPL mutations, leading to the JAK inhibitors in MF models and primary progenitor cells. patient-derived CD34+ cells, mononuclear cells, and T lymphocytes, demonstrates strong synergy with JAK inhibitors. These results
development of JAK inhibitors (JAKI). However, additional pathways, we evaluated the effects of treatment on proliferation, clonogenic support the ongoing Phase Ib trial of roginolisib in MF patients
including PISBK/AKT/mTOR, contribute to disease biology and JAKI potential, cellular interactions in co-culture, and cytokine production.  with sub-optimal response to JAKi (HEMAMED,
resistance(1). Pan-PI3K inhibitors have shown activity but were limited Numerical data reported throughout this work are presented as the ~ NCT06887803).
by toxicity and isoform-selective PI3K inhibitors are now being mean =+ standard deviation (SD) of experiments carried out in
developed that may have less toxicity. Roginolisib (IOA-244) is a triplicate.
conformation-selective, non-ATP-competitive, PI3K0d inhibitor currently The Student's t-test was employed to assess statistical significance,
undergoing clinical trials in solid and hematologic malignancies(2). and the difference between values was considered significant at
P<0.05.

RESULTS
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