SYNTHESIS (+)-Lyconadin A (Fukuyama, 2011) S{AsLLAH

Group
— Of the week

“(+)-Lyconadin A was shown to exhibit modest cytotoxicity against murine
lymphoma L1210 cells and human epidermoid carcinoma KB cells. Closer
examination revealed that lyconadin A enhanced mRNA expression for
nerve growth factor (NGF) in 1321N1 human astrocytoma cells.”

J. Am. Chem. Soc. 2011, 133 (3), 418-419.
https://doi.org/10.1021/ja109516f.
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M i. TMSOCH,CH,0TMS, M ii. FeCl3/SiO,, M iv. HCHO(aq), AcOH,
o, TMSOTY, isoprene, e, acetone, rt, 91% S, Si0,, 60 °C, 81% Me.,,
CH,Cly, -78 °C, 71% iii. BnNH,,NaBH(OAc),, V. Hp, Pd(OH),/C,

c. Ac,0, CSA, toluene,

reflux, 86%

CICH,CH,CI, 50 °C, 99%

a. tBulli, THF, -78 °C;

Me
PhSSPh, 88%

b. mCPBA, TFA,
CH,Cl,, 0 °C, 98%

[Pummerer . .
rearrangement] key intermediate
I
ix. t-BuLi, THF, -78 °C;
Y isoamyl nitrite, 37%
H Ph d. H,S0,, x. HCl(aq), H NOH
Me,, H OAc HgSO,, H,0, Mey, acetone, Me,,, B
—_— -
70 °C, 63% rt to 50 °C,
88%.
N
|
. i. PhS(O)CH,CONH,,
Key Intermediate: R
HCI, MeOH, 40 °C, 87%
"Attempted oxidation of the
double bond using a 0
variety of oxidants,
including OsO,, m- Me,,,
chloroperoxybenzoic acid —

(MCPBA), N-
bromosuccinimide, and Br,
with or without acids did
not give the desired
product.”
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. Me,,
vii. TFA, CH,Cl,, rt ‘-

viii. Pyridine, reflux,
96% (two steps)
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