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Chem. Sci., 2019,10, 2264-2271
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JP2: 5.5 1g/mpig JP2: 37 ugmi
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ABSTRACT: A practical synthesis of 2,4-methanopyrroli- 366 nm } Solub.
dines was elaborated. The key synthetic step was an (J\ ®\R (= R
in ﬂow N

intramolecular photochemical [2 + 2]-cycloaddition of an CO,Me  phcome H \ logP H
acrylic acid derivative in flow. In spite of a higher molecular 12+2]
weight, 2,4-methanopyrrolidines were shown to have higher

solubility in water and lower lipophilicity than pyrrolidines, important characteristics of bioactive molecules in drug design.

Rigid Pyrrolidines Pyrrolidines

J. Org. Chem. 2018, 83, 14350-14361
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@ Suzuki-coupling

EWG, o

+ X N/R
0 | K,CO,, DME-H,0
B- RNA MW, 100°C
EWG, O '
\_

Not isolated

; Pd,(dba),, DBPF

@ Reductive amination K,CO, DME, MW 1000,
4 Q )
. NH, BH, N“\ (1.5 eq.) Ar/(:EZ
Ar |:> EtOH/AcOH,(10:1) - O "
N Yield: ~0.25% P4

I 1) Ti(OiPr)4 (v.0€q.), 1ar, rt
2) < o
BH,U N (3 €9.), MeOH, 50°C
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O Heck reaction

20 mol% Pd(OAc),
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_ 3 mol% Pd(OAc),

3 mol% dbpf
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Et:N, DMA
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