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Total Synthesis of (+)-Haplophytine

Angew. Chem. Int. Ed. 2009, 48, 7600-7603.

Synthesis of (+)-Haplophytine

Significance: The first total synthesis of haplo-
phytine features a Friedel–Crafts alkylation to cre-
ate the quaternary center in D and an oxidative 
rearrangement F → G → H.

Comment: The stereogenic center in tetrahydro-
b-carboline A was installed via a Noyori asymmet-
ric hydrogenation. The Fischer indole synthesis 
gave two regioisomers (5:3, K major).
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1. piperidine
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2. PTSA, t-BuOH, 80 °C
                  38%

16%   5 steps

Friedel–Crafts 
alkylation

SYNFACTS Contributors: Philip Kocienski
Synfacts 2010, 1, 0003-0003 Published online:xx.xx.2010 Published online: 21.12.2009 

DOI: 10.1055/s-0029-1218265; Reg-No.: K15809SF © Georg Thieme Verlag Stuttgart · New York

of the 
month

T
hi

s 
do

cu
m

en
t w

as
 d

ow
nl

oa
de

d 
fo

r 
pe

rs
on

al
 u

se
 o

nl
y.

 U
na

ut
ho

riz
ed

 d
is

tr
ib

ut
io

n 
is

 s
tr

ic
tly

 p
ro

hi
bi

te
d.


