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The synthesis of ethyl 2-(2,3-dihydro-1H-indole-2-yl)acetate
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I have been preparing my MSc thesis at the Medicinal Chemistry III. of Gedeon Richter Plc. One of my assignments is to improve the synthesis of ethyl 2-(2,3-dihydro-1H-indole-2-yl)acetate (6) in order to efficiently produce this synthetic intermediate in the required amount.
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After reproducing the original synthetic route, I tested various reagents to transform compound 4 to 5, as well as evaluated an alternative pathway to form compound 5 that includes an intramolecular Wittig-reaction.
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Next, we investigated the applicability of atmospheric catalic hydrogenation to obtain the target molecule 6 from compound 4. By telescoping two steps we were able to eliminate expensive chemical reduction steps with environmental and safety issues. We used an H-Cube® continuous-flow catalitic hydrogenation reactor, and managed to identify an advantageous set of reaction parameters that provided compound 6 with a yield of over 70%.
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