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Advantages of fluoroalkene-based peptidomimetics:
**Increased lipophilicity

+»*Strict conformation
*More metabolically stable
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Methodology

Advantages over literature methods:

s Ability to synthesize cyclic
fluoroalkenes

s*Short synthesis from readily available
substrates

Earlier in our laboratory

 Upto?2
substituents in
cyclopropane
% Less steps

DIPEA
dioxane, 100°C

R = Alk, Ar, H
X =ClI, Br
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Method 1
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Advantages
s*Rearrangement occurs without heating (functional groups tolerance)
**Possibility to synthesize R* separately (convergent synthesis)




Starting compounds
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Structures of all obtained compounds were proved by *H NMR



Starting compounds. Future plans

1) HoN-NHTs F

2) BuLi Bpin Bpin |- X
3) MeOBpin CFXBrCO,Na .
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2) BuLi COE EtO.C |-
3) CICO,Et, Cu(l) CFXBrCO,Na ©fﬂ/
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Method 1

How to increase it?
low boron e
electrophilicity




Method 1

R X X

BCl; R Standard way to
BCl, addition = increase
Bpin - CIBpin BCl,

electrophilicity of
boron

Complex

Rearrangement :
8 mixture of products 9




Use alkyls
instead of
pinacol

Method 1. Future plans

Too active, hard to
cyclopropanate

No conjugation,
more active
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Method 1. Future plans

11



Method 2

TMSN3 hydrolysis

><

toluene
90°C, Ar

detected by mass failed to
spectrometry obtain
and

gas chromatography



Method 2. Future plans

solution in nucleophile-
toluene mediated

ring opening
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Results

*We suggested new way to the synthesis of fluoroalkene-based
peptidomimetics

‘*We revealed that electrophilicity of Bpin group is not big enough to react
with azide

‘*We detected the formation of isocyanate in the reaction of acid with
TMSN,
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Thank you for your attention!
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MNOV ZM00221

IH NMR of difluorocyclopropane
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BE NMR of difluorocyclopropane
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Abbreviations
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