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Carbomethoxy-10,22-dioxokopsane, Epikopsanol-10-lactam, 10,22-
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VILSMEIER-HAACK FORMYLATION
(References are on page 699)
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Formation of the Vilsmeier reagent (an equilibrium mixture of iminium salts): R\ He ., R,NCHO R\ H e
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Electmphilic aromatic substitution of the electron-rich aromatic substrate followed by hydrolysis: 0o
1R2 7 1
< > SeAr ? -Hel RGN R@N*;- | .| ©
U cl N | = ¢ 7Ny H0_ / \| -HNR'R? | # \|/
R? H _‘_ H —|— PT fgl ‘0" H EDG
L, Epc EDG b Substituted
- ecl - iminium salt benzaldehyde

= CDERISE=T -
— ==SuFEIE=0R5=Ph _

S caa




Cl  OTBS Cl  OTBS

t-BuOK N
O O N,CHPO(OMe), (
N > N\F

n-BuzSnH, AIBN
benzene, reflux

| -78 °C to RT l}l then PPTS, DCM
MeO,C 95% MeO,C 77%
CHO
8 15 N\
t-C41oHo5SH, V-40 :
toluene, reflux
15%
c| OTBS '
O & j
Hy,,
'}l X-ray of 14 X-ray of 16
NC MGOzc
14
= OERI=ER

—— ==SuFEIE=0R5=Ph



2 (mameorconrntsl] [(ereviousreacron | ([roxreacmonll) | seamcutea

SEYFERTH-GILBERT HOMOLOGATION

Seyferth-Gilbert homologation:
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aldehyde or N, = room temperature terminal alkyne
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Modification for the synthesis of terminal alkynes (Ohira & Bestmann):
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R1J\H ORS MeOH - ] + )-I\OM + N2 + 5 :PH‘
aldehyde N, room temperature Terminal alkyne e R*0” O

R' = alkyl, aryl, heteroaryl; RZ = H, aryl, heteroaryl; R® = Me, Et; base: n-BuLi, KO-tBu

Formation of the dialkylphosphonodiazomethane from dialkyl-1-diazo-2-oxopropylphosphonate:
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