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Background of the project

Among the numerous fluorine-containing functionalities, CF,OAlk is still an enigmatic fragment in terms of its construction and properties:

* highly polarized functional group
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Selecting a strategy for amino-functionalized thionoesters
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Outline of the synthetic resulits

S A -
N oM - F
F 6 F_ F e o~
g’ | DAST Boc—N OMe N I\IK\ °
I
g m N " DCM.16h, \ 530, yield: 51% Boc Vield:65%  BOC yield: 68%
o Boc h=1,2,m=1,2 TeTo /o scale: 1.0 g scale: 1.3 g scale: 1.4 g
d
)
F F F. F ]
_g F OMe F OMe @ CF,OMe group is F. F ><F
Q . stable under the OM 5 OMe © (\ OMe
HCl/dioxane deprotection conditions HoN® © Cl
= ) > oD N, O ARG
| 2
o N Ton=1,2m=1,2 N 2:|© and doesn't fracture ol yield: 96% H2Cl ield: 95% yield: 95%
E Boc Ha scale: 0.7 g scale: 0.9 g scale: 1.0 g
O F F
: F. F
o F—-OMe F—-OMe F. F FF
- ® preparation of O><0Me OMle
- BzCl, Et3N another N-PG Bz—N OMe
® ( = >n DCM. 16 h. rt > ( >n derivative to figure out o '}' e Bz/N o
i m N o ) ) m' "N stability issues yield: 83% By VYield: 87% yield: 87%
o) HoCI' n=1,2;m=1,2 B scale: 0.3 g scale: 0.4 g scale: 0.4 g
S S F F
8 vo . DAST D_/< HCl/idioxane @_/< DAST WF BzCl, EtgN mp
00 PRODUCT DCM, 16 h, rt n< N OMe 16 h, rt n< H CPOMe DCM, 16 h, rt n< H OMe DCM, 16h,rt n< N OMe
— 5. n=1,2 Boc n=1,2 2 1.49(95%) 2 Bz
R- _
F F R F =
N . | . .
L. ‘9 MF yield: 83% mF yield: 83% A OMe Vield: 83% ><OI\/Ie yield: 83%
C.? O SN OMe scale:0.3g N O scale: 0.3 g NH, o scaler039 | scale: 0.3 g
Vi = Cl Ha Bz d Cl "Bz
LIMITATIONS S Analysis of the reaction mixture indicates that:

S M DAST . u =
H the 4-membered ring gets distroyed
Boc . Boc— Ni>—< 77 > .
/\)J\OMe Boc/N\/\)J\OMe N OMe Me DCM, 16 h, rt ® acyclic N-Boc amines give CF,OMe
Boc derivatives in only ~5% yield

1T Z

STABILITY N O FF O FF 0
STUDIES Me0><@ — > MeO% MeO — > I\/IeOJ\@\ MeO > MeO%
N.

* literature data are bitty

@ very unstable under 0-5°C in air @ unstable under 0-5°C in air ® stable under 0-5°C in air
® in 2 months ~20-30% of the ester ® in 2 months ~10% of the ester ® in 2 months no ester was found
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