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Abstract

Figure 3. Bexobrutideg’s physico-chemical properties lie outside of the established norms for Figure 6. Daily oral dosing of bexobrutideg in rats achieves free drug levels in the brain
consistent with expectations for CNS-penetrant drugs
Bexobrutideg (NX-5948) is a targeted protein degrader of Bruton’s tyrosine kinase (BTK) in Phase 1 clinical development for CNS drugs . P P & _ .
the treatment of B-cell malignancies. Heterobifunctional degraders such as bexobrutideg occupy beyond Rule-of-Five Beyond Rule-of-Five chemical space Bexobrutideg U(ntl)ound Exposures) Bexobrutideg E/xposure In Rat
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che:nlcczjal space where establlshedd gmdelllnes for physico cf;emlc)agprope:;tles I:ssozllated W|tf;drug Ilkelness cannc;t essny beI . Metrics for CNS penetration are more restrictive than
applied. In contrast to approved central nervous system (CNS) drugs, bexobrutideg exceeds several recognized chemica 300 IR - SR _ 200- .
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Despite these unfavorable properties, bexobrutideg shows CNS exposure in preclinical models. < Rule-of-Five MWs of less than 360 and a polar surface area (PSA) 9 0-24Total (NE*H/ML) ; ;
>
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Bexobrutideg has an event-driven mode of action and induces potent degradation of BTK in primary human B cells and s 10 chemical space . d 5 . D AUC 24 unbound (N*h/mL) 60 21 160
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malignant B cells. By |c.)er o.rrTnng a series o /n.wtro experiments measuring cellular partitioning an. egradation kinetics, Yve o oroperty space with MW and PSA well beyond the 5 50 Ko,uu (Cp,u or CSF/C, ) 0.35 2.7
calculated the catalytic efficiency of bexobrutideg. One degrader molecule can promote degradation of thousands of copies ” typical small molecule and the typical CNS drug % (. . = unbound brain (or CSF)-to-plasta partition coefficient, C, , = unbound brain
of target protein, enabling a very low concentration of free drug to sustain pharmacodynamic activity and efficacy in vivo. property space o o concentration, C,,, = unbound plasma concentration
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Bexobrutideg shows dose-dependent brain exposure in rodents with an unbound brain-to-plasma partition coefficient 0 200 400 600 800 1,000 1200 1400 1600 Plasma CSF Brain
consistent with CNS penetration. Molecular Weight
o . _ _ . _ _ _ _ _ . . * CSF levels are 2.7-fold higher than unbound plasma levels on day 7
In the clinic, bexobrutideg is detectable in cerebrospinal fluid of patients with CNS-involved B-cell malignancies, with , _ _ _
_ . , , , * Compounds with brain K, ,,>0.30 are considered brain penetrant [8]
concentrations that exceed the minimum free plasma level that correlates with BTK degradation. Bexobrutideg has also More Less Bexobrutideg ’
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CNS involvement [1,2], supporting the therapeutic potential of bexobrutideg in B-cell malignancies with CNS involvement. ClogP P oc G ~ ] . 4 E Figure 7. Patient with CLL with CNS involvement treated with bexobrutideg showed
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* Accounting for eHBDs increases the score, but bexobrutideg still falls outside the range of typical CNS drugs
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Flgure 2' Degraders are PK adva ntagEd due to thEIr Catalytlc mEChanlsm Of aCtlon The overall response assessments are from the investigators while the individual parameter response assessment
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Inhibitors operate with 1:1 stoichiometry Degraders function catalytically Flg.ure 4. FNS penetratl.on involves the blood bra.ln barrier (BBB).and the blood cere.brosplnal ALC, Absolute lymphocyte count; CSF, cerebrospinal fluid; Hgb, hemoglobin; LN, lymph nodes; Plts, platelets Data cutoff: 10 June 2024
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.« o . y y g p p concentration, C, total plasma concentration, C, ,unbound plasma concentration, MRPs multidrug resistance-associated proteins, P-gp P-glycoprotein. Light gray double-arrows represent exposu re Of Cata |ytlc degraders N the CNS
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~ ikely to be CNS-penetrant |7 Verapamil : : :
 BTK degradation kinetics were quantified by flow cytometry in TMD8 cells treated with bexobrutideg for 0.5-24 hours * Bexobrutideg has an efflux ratio of 40 in Controls: Szun:\_.mlt, BOKSt;)g’zzME‘;_IA Hvbrid C Madrid Spai (6] Palmer et al. 2025. AACR Annual Meeting, Chicago, IL
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The modified approach accounts for degradation half life, intracellular concentration of BTK protein, partitioning of compound is a potential substrate for — 18 47 - Iy [3] Lynch et al. 2024. ACS Chem Biol 19(7): 1604-1615. 1029-1037.
bexobrutideg between cell§ .and med|e?, the free fraction of bexobrutideg in media and cellular homogenate, and loss of major active transporters like P-gp ‘Bexobrutideg aqueous solubillty in PBS at pH 7.4 = 8.7 uM; conditions with bexobrutideg include 3% BSA [4] Wager et al. 2016. ACS Chem Neuro 7(6): 767-775. [8] Kalvass et al. 2007. Drug Metab Dispos 25(4): 660-666.
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