
E84: Total Synthesis of Palau’amine (Solutions)
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1.) TIPSOTF, NEt3,
OEt2, 0°C.
2.) A, 150°C.

A

3.) LiAlH4, THF, 0°C.
4.) MsCl, pyridine, 0 to 23°C.
5.) NaN3, DMF, 100°C.

6.) TBAF, THF, 23°C. 
7.) NaH, PMBCl, TBAI,
DMF, 0 to 23°C.

8.) O3, MeOH, -78°C

then 
DMS, 23°C.

9.) TMSOTf, iPr2NEt,
DCM, 0 to 23°C.
10.) NBS, THF, 0°C.

11.) SiO2, 47°C.

12.) LiCl, DMF, 23°C.
13.) Anisole, TFA/DCM, 0°C.
14.) SO2Cl2, 2,6-Lutidine,
MS, DCM, 0°C.

15.) NaBH4, CeCl3,
MeOH, 0°C.
16.) C, DBU,
DMF, -10°C.

17.) IBX, benzene, 83°C.
18.) NaN(CHO)2, TBAI, THF, 23°C.
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Ag-Cat. = Silver (II) Picolinate
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19.) 50% aq. TFA.
20.) 10% aq. TFA, Ag-Cat
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“macro-palau’amine” amidine tautomere

26.) TFA
70°C

21.) H2NCN, brine.

F
22.) TFAA, TFA
then Br2.

23.) G, AcOH,
THF, 38°C.

then
TFA/DCM

- 2 MeOH

-

24.) H2, Pd(OAc)2.

25.) EDC, HOBt.

Palau’amine

G

Counterions are CF3CO2
- 

and are omitted for clarity
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