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Abstract: Protection and deprotection is a common organic synthesis strategy in fine chemical fields such as
pharmaceutical intermediates. The commonly used protecting groups are benzyl and benzyloxycarbonyl, which can
be removed by catalytic hydrogenation. The conventional high—pressure hydrogenation batch reactors have several
drawbacks, such as low mass and heat transfer rate, poor operation safety and slow hydrogenolysis rate. The
continuous hydrogenation for heterogeneous catalytic deprotection can achieve high selectivity and significantly
shorten the reaction time due to the excellent gas—liquid mass transfer and plug flow characteristics. This paper
summarizes the advantages of continuous flow hydrogenation technology in deprotection reaction and its
applications in the synthesis of pharmaceutical intermediates, and discusses the effects of catalyst and solvent on
the deprotection reaction. Finally, the application of continuous microreaction hydrogenation technology in

deprotection is prospected.
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Fig.1 Schematic diagram of continuous micro packed bed

reactor for hydrodeprotection
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Table1 Common hydrogenation deprotection catalysts, solvents and additives
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Table 2 Hydrogenolysis of four DHPM benzyl esters

under continuous flow conditions
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Table 3 Synthesis of bicyclic hydroxy amides

Entry R Yield/% Purity/%

a C(H)Me, 86 100

b CH,OPh 92 96
CH,PhOMe 92 95

d CH,PhF 91 97

e C(H)Me, 86 99

f CoH,y 93 96

g CH,PhOMe 90 99
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