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* Clinically approved JAK2 inhibitors, such as ruxolitinib, are JAK2 JH1 kinase domain binders that against a panel of 377 . 2 Lo 2  doseof CGT1145 ranging i twice daily for 10 days. At the end
effectively alleviate symptoms and improve outcomes in patients with MPNs. However, these kinases using 10 uM ATP . . . vg from 1 to 50 mg/kg 0.0~ of treatment, spleens were
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* A JAK2 VV617F mutant-selective inhibitor that spares wild-type JAK2 has the potential to target and S?IECt'Ve' inhibiting only four dependent reduction in tumor dependent inhibition of
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Figure 1 | JAK2 V617F Leads to Aberrant JAK/STAT Signaling and Drives 1l & the JAK2 V61 7F JH2 domain e CGT1145 binds to the JAK2 IH2 domain with sub-nM § 100- Jata trom m geﬂerate e - 80 mg/kg BID ruxolitinib
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Overproduction of Platelets * CGT1145 is selective for JAK2 V617F over JAK2 WT, JAK 1/3, and TYK2 containing signaling pairs in cellular assays 3 3 neutrophil counts to levels comparable to those of WT
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CGT1145 has High Oral Bioavailability and Low Clearance Across Preclinical Species |
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between the C- & N-lobes of JAK2 JH2 = Monkey
forming two hydrogen bonding 0.1 . . . . - - CGT1145, a Potential Best-In-Class JAK2 V617F Mutant-Selective Inhibitor
interactions with the backbone NH and 0 4 8 12 16 20 24
C=0 of Val629. It also forms hydrogen Time (hr) * (CGT1145 is a potent inhibitor of the JAK2 V617F mutation and is >100x selective over JAK2 WT and the JAK1/3 isoforms
bonds with Lys581 and the backbone High oral bioavailability and low clearance seen in mouse, rat, dog, and cyno pharmacokinetic studies
?ozrgwgfst\csezrﬁ Addr(iltlr?cr)]t?illyi'n(‘éggl‘:ié?s * Asingle dose of CGT1145 was administered orally at 10 mg/kg to male CD-1 mice, SD rats, beagle dogs, and CGT1145 provides dose-dependent inhibition of pSTATS in a JAK2 V617F PK/PD model with complete inhibition seen at 50 mg/kg and an observed in vivo IC5, of 2,723 ng/mL
with sidechains\éronfboth the C- & N- cynomolgus monkeys (n=3 animals per group) In a JAK2 V617F splenomegaly model, CGT1145 administered at 50 mg/kg BID restored spleen weight to that of naive animals and was roughly equivalent to the activity of 60 mg/kg BID ruxolitinib

The average plasma exposure (AUC,_,,,) of CGT1145 needed to normalize spleens in this model was determined to be 60,346 ng:hr/mL
CGT1145 normalizes blood cell counts and spleen weights in a transgenic mouse model of JAK2 V617F driven MPN

CGT1145 is a potential best-in-class JAK2 V617F mutant selective inhibitor that has the potential to eradicate JAK2 V617F myeloproliferative neoplasm propagating cells and induce molecular
remission with improved hematologic tolerability

Based on modeling, CGT1145 is predicted to have low human clearance and high oral bioavailability Cogent plans to submit an IND application in 2026

lobes of JAK2-]JH2 as well as hydrogen
bonds with water molecules.

CGT1145 exhibited low clearance across preclinical species tested, extraction ratio (ER) = 4% to 21%

High oral bioavailability (>80%) was achieved in cynomolgus monkey and beagle dog

O %740,

Presented at the European Hematolog\/ Association (EHA) 2026 Congress References: 1. Baxter. 2005. Lancet. 2. James. 2005. Nature. 3. Levine. 2005. Cancer Cell. 4. Kralovics. 2005. N. Engl. J. Med. 5. Harrison. 2016. Leukemia. 6. Deininger. 2015. Blood. To obtain a digital copy of this poster, please scan the Quick - :i.-‘
Acknowledgments/Disclosures: This study was funded by Cogent Biosciences. Poster layout support provided by PIXACORE. Response (QR) code. Copies of this poster obtained through o guee .- #:

June 11-14, 2026, Stockholm, Sweden QR Code are for personal use only and may not be reproduced o % . .. I

.
without permission from EHA or the authors of this poster. .l" 1':3. o=
@ %

#.. ® ®



	Slide Number 1

