4532

Presented at the

65th ASH Annual Meeting &
Exposition

San Diego, CA, USA - December 9-12, 2023

Hamza Celik, Maryanne Covington, Katherine Drake, Kamna Katiyar, Alex Margulis, Amanda Smith, Gaurang Trivedi, Brittney Wass, Guofeng Zhang, Nina Zolotarjova, Sunkyu Kim, Ricardo Macarrén

Incyte Research Institute, Wilmington, DE, USA

Figure 6. On-Target Inhibition Compared With Cytotoxicity in Several Human Cell Lines
Not Dependent on JAK2/STATS
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Varying degrees of inhibition of JAK1 and TYK2 biochemical activity were observed with JAKinibs

Enzymatic activities were consistent with cellular inhibition of signal transducer and activator of
transcription (STAT) signaling in response to different cytokines
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Human embryonic kidney (HEK)-Blue reporter cell lines were used to investigate the on- and
off-target activity of JAKinibs for JAK1, JAK2, JAK3, and TYK2

Each cell line was pretreated with JAKinibs for 1 hour, followed by respective cytokine treatment

Normal CD34" cells were induced to differentiate with hematopoietic cytokines in the presence of
clinically relevant doses of ruxolitinib, fedratinib, pacritinib, and momelotinib for 6 days (Figure 7A)

6 days post differentiation, overall viability, CD34* hematopoietic stem and progenitor cells as well
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potencies very similar to their inhibitory effect on JAK2-dependent cell line (Figure 6)
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