
1) MeLi
2) TBAF
3) acryloyl chloride, 1, DIPEA
4) NBS

5) TESOTf, 2,6-lutidine
6) AIBN, Bu3SnH
7) TBAF
8) ZnEt2 then CHBr3, O2
9) LiBr, CAN, NBS
10) DBU
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Total Synthesis of Rameswaralide Utilizing a Pharmacophore-Directed Retrosynthetic Strategy
N. J. Truax, S. Ayinde, J. O. Liu, D. Romo J. Am. Chem. Soc. 2022, 144, 18575–18585.
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Hint: After step 9, the molecule contains 3 bromine atoms
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11) KHMDS, 0 °C then allyliodide, -78 °C
12) nBuLi, Bu3SnCl

13) CuTC, AsPh3, Pd2(dba)3
14) Et3N, TESOTf (2.0 equiv)
15) TBAF, AcOH
16) air, CuCl, Pd(OAc)2
17) pyrrolidine, pyrrolidine HCl, 23 °C
18) 2, LiHMDS
19) MeOH, mesitylene, 120 °C
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16) Name of the reaction?
Wacker oxidation

18) Name of the reaction?
Julia-Kocienski olefination

2

C

13–19

(±) Rameswaralide

O

O
I

Me

O

Me
Me

B + C

N

N N

N
Ph

S
O
O

Me

O
O

H

H

Me
HO

O
OH

OMe

O

H

H

H

O

O
Bu3Sn

O

Me
Me


