(0 / \
Tf20 (2.0 eq) Me
N Pyr. (5.0 eq) A | X
g | " tol N~
OH DCM o Tf oluene N

Me .78 °C to rt Me 130 °C, 96% ‘e
75%
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74\
L-proline (0.2 eq.), LED (365 nm)
acetone, N,, 5 °C, 24h —
o —
up to 95% N\ 3¢

DOI: 10.1021/acs.orglett.4c02636.



S = x~NO2 L-proline (0.2 equ/v ke /O R?
R4 + RZO acetone, Np, 5
Z ., b 365 nm LED

Nitroarenes
o “ COOH
R 0
N = 0
- N Ph
8y t H N COOH
1c,R=H, 73% Bu -
2¢, R = 0-CH3, 67% 18¢, 47% 19¢, 89% 20c, 40% 21c, 68%
3¢, R = m-CHg, 74% .
4c, R =p- CH3, 72%
1
Bu By Bu

5c R = tBU 61% 22c, 80% 23c, 63% 24c, 65% 25c¢, 55%
6c, R = CH,CN, 43% Aryl alkynes

7¢? R = OMe, 44%

8c? R = OAc, 49% /@\'( Q Q
9cb, R = OCF3, 40% R N N
10c, R =F, 47% H 0 H o}

11c, R = Cl, 24%
12¢, R = Br, 34%
13c, R = CHO, 800% 32¢,R = IPr 84%
14c, R = CN, 54% 33c, R =Ph 54%

30c, R =CHj3 67%

39¢, 749 40c 67% 41c, 40% 42c¢, 73%
31c, R = Et 79% 4% .

156, R= CF3, 7% \ 340, R=F 66% O (0] (0] O 0 (@)
16, R = COOH, 74% M N Sy NN A Segator

0 37¢,R=CN 41% 43c, 77% 44c, 57% 45¢, 47% 46¢, 60% 47c, 32%

38¢c, R = CF3 49%
[ o8 N
Ry 2 H
26c,R=H 72%
27¢, R = 0-OMe 83%
28c, R = m-OMe 69%

29¢, R = p-OMe 87% 48c, 30% “9"’ 47% 50c, 53% N s1c, 63% 52c, 66%




Late-Stage Functionalization

m
e oo

53¢, 71% 54c, 34% Sc, 63%

from tyrosine from prolinol from thymol
O* ’ : I Q* ’C Q* /C
§7¢, 55% 58c, 62% 59c¢, 67%

from Glycerol from Guaiacol from borneol

56¢c, 64%
from Galaclose

M@OY

60c, 66%
from oxaprozin

@*OYQN%Q*OY%@%Q*QWO*QY

61c, 43% 62c, 69% 63c, 70%
from L-proline from gemfibrozil from Ibuprofen

64c, 67%
from naproxen

Total synthesis

(1) Trimethylsilylacetylene
Pd(PPh3),Cl,, Cul, Et3N>

|
O
CVOH AN @r 1o
(2) TBAF, THF

98% 97%

(1) Trimethylsilylacetylene
Pd(PPh3),Cl,, Cul, Et3N

(2) TBAF, THF

Br Ch/\k

AICl3, DCM

éé@&

92%

gﬁ@/ Our method @é@)k

66, 79%

83% AM580

DCC, DMAP, DCM

OH; Diivimnthod | || O)‘\ Dnethylamlnoethanol

©m>*

OH

65, 95%
Otilonium bromide precursor
Scale-up
Bu NO2
19a 19b 19c, 82.1%
10 mmol 15 mmol 242¢g




"standard cnnditiuns" /q/
TEMPO 2 equiv.

19¢, trace

Q O‘NU
"standard cnnditiuns"}

\N

O

(2 o8, 255

without acid

"standard conditions"
. =

19c, 89% + CO, 44%
detected by HS-GC
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