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a. HNO3, AcOH
b. TBDPS-Cl, 2,6-lutidine

THF/DMF, 0° to rt

42%

c. tBuOK, Me2SO4

THF/DMF, 0°C to rt

d. TBAF, THF

e. MsCl, NEt3
CH2Cl2, 0°C

58%

f. DIBAL-H, CH2Cl2
-78°C

g. TPAP, NMO
4Å MS, CH2Cl2

h. Ph3P=CHCO2Et
PhMe

61%

i. Zn, AcOH, CH2Cl2
0°C to rt

j. HCO2H, Ac2O
CH2Cl2, 0°C

k. POCl3, py
CH2Cl2, 0°C

64%

l. nBu3SnH, AIBN

MeCN, reflux

then I2

81%

m. DIBAL-H, CH2Cl2
-78°C to 0°C

n. DHP, CSA, CH2Cl2

o. Boc2O, DMAP
MeCN, 0°C to rt

94%

SnnBu3

CO2Mep.

BnPd(PPh3)3Cl
(2-furyl)3P, CuI
DMF, HMPA, 80°C

q. CSA, MeOH

62%

r.

PPh3, DEAD, PhH
0°C to rt

76%
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Protection of only one
alcohol



Total synthesis of (-)-Conophylline
Y. Han-ya, H. Tokuyama, T. Fukuyama, Angew. Ch. Int. Ed. 2011, 50, 4884-4887

s. TFA, SMe2, CH2Cl2
t. pyrrolidine, MeOH/MeCN
0°C to 60°C

65%

u. PPh3, CCl4
2-methyl-2-butene
MeCN, 60°C

v. t-BuOK, TrocCl
DMAP, THF, 0°C

w. mCPBA, aq HClO4
MeOH, 0°C to 50°C

15%
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repeat steps
r-u

x. NaH, TrocCl, DMAP
THF/DMF, 0°C

y. mCPBA, aq. HClO4
MeOH 0° to 50°C

80%

z. Zn, aq KH2PO4
THF, 60°C

aa. 1 M KOH, MeOH
50 °C

ab. AllylBr, K2CO3
DMF, 60°C

82%

B

2 steps:
1) Michael addition
2) Mannich reactionnot only Boc-deprotection
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A

ac. mCPBA
CH2Cl2, 0°C

ad. B, TFAA
CH2Cl2, 0°C to rt

50%

ae. Pd(PPh3)4, pyrrolidine
CH2Cl2

af. LDA, THF, -78° to 0°C

55%
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