
OH

O 1) A, PPh3, DIAD
2) TBDPSOTf,

2,6-lutidine
3) AgNTf2, TTBP

CyJohnPhos
5) p-thiocresol, K2CO3

6) B, EDC•HCl, HOBt, Et3N

Total Synthesis of Daphenylline, A. Li and co-workers ACIE 2018, 57, 952 –956.

4) H2, Rh(cod)Cl) 2,

PPh3, AgBF4

7) DBU, (CH2O)n, MeCN,
95 °C

8) 3 eq CrO3, aq H2SO4,

acetone

10) UV light,
toluene,
46%

11) dppf, C
12) LiI, water,

MeCN DMSO,
13) TBD, toluene,

90 °C
14) Et3SiH, TFA
15) Lawesson reagent
16) Raney Ni, THF

N

H

H

daphenylline

Divergent Total Synthesis of Daphnilongeranin B and Daphenylline, Hongbin Zhai and co-workers ACIE 2018, 57, 947-951.
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OTBS

a) D, PBu3

b) Crabtree' cat.,
H2, DCM

then HCOOH

c) mCPBA,
DCC, DCM

d) PCC, DCM

e) K2CO3, MeOH,
then DMP, DCM

f) PTSA, PhH, reflux

g) EtNO2, DBUh) PdCl2, CuCl2, O2

i) NaOH, brine, MeOH,
microwave, 80 °C

j) LAH, THF, 80 °C,

k) DMP, DCM

O

N
H

H

O
daphnilongeranin B

l) PTSA, Benzene,
reflux, 85%

m) PCC

n) K2CO3, MeOH; then Tf2O,
pyridine

o) E, Pd(dppf)Cl2, Et3N, MeOH

p) PdCl2, CuCl2, O2, DMF,
H2O, rt

q) NaOH, brine, MeOH,
microwave, 80 °C

r) Pd/C, H2, AcOH, MeOH

s) LAH, Et2O, 40 °C

daphenylline

NHNs

A

HO2C

MeO2C

OTBS

B

O

C

CO2
tBu

BF3K

D

E

toluene, rt

MeCN, refluxDMF, H2O, rt

silica gel, DCM

9) SOCl2,DCM then
PhSeH, Py

CHCl3

N

H

H

A B C D E

FGHI

J K L

MNO

P Q R

140 °C

i PrOH, DCM

36% saturated diketone

TTBP = 2,4,6-Tri-tert-butylpyrimidine

TBD = 1,5,7-Triazabicyclo[4.4.0]dec-5-ene


