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Introduction AJ1-10502 reduces blood counts, splenomegaly and mutant allele burden in two different mouse models of MPN
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Human in vitro stability | Clint (mL/min/kg) hepatocytes 14 aRBIb HD BD AP ED AJ1-0010502
Mouse PK (IV) 1 mg/kg*| Clobs (mL/min/kg) 20
T1/2 (h) 2.6 We evaluated AJ1-10502 in vivo using a novel dual Dre/Cre-recombinase Jak2VF We tested the in vivo efficacy of AJ1-10502 in a separate series of competitive transplants
Mouse PK (PO) C (ng/mL) knock-in/knock-out model allowing for the comparison of JAK inhibitors to Jak2VF genetic using a Cre-inducible human JAK2-V617F transgenic mouse line. Consistent with the
80 e max (N9 deletion. AJ1-10502 demonstrated reductions in leukocytosis comparable to that of Rux phenotypes observed in the DreCre MPN mouse model, we found reduced leukocytosis,
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AUC (h*ng/mL) superior to Rux, with reductions in spleen weights on par to that of Jak2VF deletion.

: . " - Most importantly, AJ1-10502 caused significant reductions in mutant cell fraction within the
Physical properties Solubility (uM) (pH = 7.4) 74 Critically, we observed significant reductions in peripheral blood and bone marrow mutant hematopoietic stem (HSC) compartment of bone marrow and spleen, including among
TJAK2-JH1 (Y1007/1008F) Type Il binding assay allele fraction with AJ1-10502 not observed with Rux, including within Mac1+Gr1+ myeloid granulocyte macrophage progenitor (GMP) and long-term HSCs (LT-HSCs).

*PK study conducted in C57/BL6 mice. AJ1-10502 IV formulation: 10% cell fractions.
DMS0/60% PEG400/saline; PO formulation: 20% HPBCD/saline (pH=4) \_ J Y,
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