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Organosodium in Flow Chemistry: new updates
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Organometallic chemistry still plays a key
role in organic synthesis." With the idea of
moving towards an increasingly Water
environmentally friendly chemistry, in the last
few decades, there has been a resurgence of R NaNa J @m
alkali and alkaline-earth metals chemistry, due @ T-mixer ©/
to their less environmental impact and Reaction Col
abundance compared to the noble metals.? In
this project, due to its versatility and vast
application, we focused our attention on the
organosodium chemistry, inspired by the X
pioneering work of Capriati and co-workers,* - @
Hevia and co-workers,* Hilt and co-workers®
and Knochel and co-workers.® In particular, the
project focuses on developing an in-flow Figure 1: Example of in-Flow setup
methodology to be applied to a library of
different reactions from simple substrates to
API, trying also to overcome the limitation to aliphatic compounds.
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Starting from the aforementioned papers, we will develop a new ad-hoc system for the on-water reactions.

References:

(1) Organometallic Compounds: Synthesis, Reactions, and Applications | Wiley. Wiley.com.
https://www.wiley.com/en-
it/Organometallic+Compounds%3A+Synthesis%2C+Reactions%2C+and+Applications-p-9783527840939
(accessed 2025-04-11).

(2) Gentner, T. X.; Mulvey, R. E. Alkali-Metal Mediation:; Diversity of Applications in Main-Group Organometallic
Chemistry. Angew. Chem. Int. Ed. 2021, 60 (17), 9247-9262. https://doi.org/10.1002/anie.202010963.

(3) Dilauro, G.; Luccarelli, C.; Quivelli, A. F.; Vitale, P.; Perna, F. M.; Capriati, V. Introducing Water and Deep
Eutectic Solvents in Organosodium Chemistry: Chemoselective Nucleophilic Functionalizations in Air. Angew.
Chem. Int. Ed. 2023, 62 (30), €202304720. https://doi.org/10.1002/anie.202304720.

(4) Anderson, D. E.; Tortajada, A.; Hevia, E. New Frontiers in Organosodium Chemistry as Sustainable Alternatives
to Organolithium Reagents. Angew. Chem. Int. Ed. 2024, 63 (4), €202313556.
https://doi.org/10.1002/anie.202313556.

(5) Knupe-Wolfgang, P.; Mahn, B.; Hilt, G. The Application of Flow Chemistry for the Synthesis of Alkyl Sodium
Compounds and Their Transformations with Weinreb Amides and Carboxylic Acids. Org. Lett. 2024, 26 (33),
6972-6976. https://doi.org/10.1021/acs.orglett.4c02314.

(6) Harenberg, J. H.; Weidmann, N.; Wiegand, A. J.; Hoefer, C. A.; Annapureddy, R. R.; Knochel, P. (2-
Ethylhexyl)Sodium: A Hexane-Soluble Reagent for Br/Na-Exchanges and Directed Metalations in Continuous
Flow. Angew. Chem. Int. Ed. 2021, 60 (26), 14296-14301. https://doi.org/10.1002/anie.202103031.



