" Fluoroalkyl Motif
_for Enhanced Solubility

Introduction

2,2-Difluorocyclobutyl is a recent and successful addition to the toolkit of fluoroalkyl groups. First introduced in 2019 by
scientists at Enamine," it serves as an analogue to the more widely used 3,3-difluorocyclobutyl motif. The latter has been
incorporated into one FDA-approved drug (lvosidenib, Servier)? and three other drugs that reached clinical trials. Unlike the
3,3-difluoro- variant, the 2,2-difluorocyclobutyl group is less symmetric, which typically enhances the solubility of compounds
by over an order of magnitude."? Discover our latest collection of 2,2-difluorocyclobutyl compounds, designed to deliver

improved pharmacological properties.
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inhibitor of vascular endothelial growth factor receptor 2 inhibitor of viral protease
WO 2026/019977 WO 2025/221657
Merck Aligos/Katholieke Universiteit

inhibitor of phosphoinositide 3-kinase alpha
WO 2025/237374
Wigen Biomedicine Technology
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J. Org. Chem. 2019, 84, 8487 inhibitor of apoptosis signal-regulating kinase 1, ACS Med. Chem. Lett. 2021, 64, 15402
Enamine ' Biogen

We offer: over 25 2,2-difluorocyclobutyl compounds from stock on 5-10 gram scale.
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Enamine

Search & Buy on-line at EnamineStore.com
Look for more at Chem-Space.com

BB@enamine.net, www.enamine.net




