
SYNTHESIS ALERTS

Synthesis Alerts is a monthly feature to help readers of
Synthesis keep abreast of new reagents, catalysts, ligands,
chiral auxiliaries, and protecting groups which have ap-
peared in the recent literature. Emphasis is placed on new
developments but established reagents, catalysts etc are
also covered if they are used in novel and useful reactions.
In each abstract, a specific example of a transformation is
given in a concise format designed to aid visual retrieval
of information.

Synthesis Alerts is a personal selection by:

Elyse Bourque, Jennifer Delaney, Andrew Gunn, Stephen
McAteer, Stefan Schunk and Josephine Yuen, Depart-
ment of Chemistry, Leeds University, Leeds, LS2 9JT,
UK.

The journals regularly covered by the abstractors are:

Advanced Synthesis & Catalysis
Angewandte Chemie International Edition
Bulletin of the Chemical Society of Japan
Chemical Communications
Chemistry A European Journal
Chemistry Letters
Collection Czechoslovak Chemical Communications
European Journal of Organic Chemistry
Helvetica Chimica Acta
Heterocycles
Journal of the American Chemical Society
Journal of Organic Chemistry
Organic Letters
Organometallics
Perkin Transactions 1
Synlett
Synthesis
Tetrahedron
Tetrahedron Asymmetry and Tetrahedron Letters

Georg Thieme Verlag does not accept responsibility for the accura-
cy, content, or selection of the data.

2786

Synthesis 2002, No. 18, 19 12 2002. Article Identifier:
1437-210X,E;2002,0,18,2786,2793,ftx,en;X01802SS.pdf.
© Georg Thieme Verlag Stuttgart · New York
ISSN 0039-7881

N

O

C9H19

N

O

C9H19

OHH CO2Me

N C9H19

OH

O

MeO2C
H H

Total synthesis of Batzelladine D.
Ishiwata, T.; Hino, T.; Koshino, H.; Hashimoto, Y.; Nakata, T.; Nagasawa , K. Org. Lett. 2002, 4, 2921.

1,3-Dipolar Cycloaddition

PhMe, 100 °C

mCPBA
CH2Cl2, 0 °C

(a)

(b) PhMe, 100 °C
59% over 3 steps
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Microwave-accelerated O-alkylation of carboxylic acids with O-alkylisoureas.
Crosignani, S.; White, P. D.; Linclau, B. Org. Lett. 2002, 4, 2961.

Esterification

                          (4.5 equiv.)
microwave irradiation

THF, 120 °C, 5 min
87%

8 examples (yields 81-94%).  Solid phase application (8 examples, yie lds 75-92%, purity >98%) is also reported.

Cp2Ti[P(OEt)3]2 (4 equiv.)

THF, rt → ∆, 1 h
52-67%O
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Intramolecular olefination of an ester using Cp2Ti[P(OEt)3]2.
Uehara, H.; Oishi, T.; Inoue, M.; Shoji, M.; Nagumo, Y.; Kosaka, M.; Le Brazidec, J-Y.; Hirama, M. 
Tetrahedron, 2002, 58, 6493.

Olefination

Application to the HIJKLM fragment of ciguatoxin CTX3C is also reported.
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EtAlCl2 (2.2 equiv.)

CH2Cl2, 0 °C

TIPSO

Stereoselective synthesis of cycloheptanones via intermolecular [5+2] cycloaddition. 
Tanino, K.; Kondo, F.; Shimizu, T.; Miyashita, M. Org. Lett., 2002, 4, 2217.

[5+2] Cycloaddition

(1.1 equiv.)
59%

dr = 97:3

9 examples (yields 57-98%, %de 84-100%).

(1 equiv.)

                        (2 equiv.)
GaCl3 (4 equiv.) 
methylcyclohexane, –40 °C, 5 min

MeOH, then H+

58%

(a)

(b)

                        (2 equiv.)
GaCl3 (4 equiv.) 
methylcyclohexane, –40 °C, 5 min

MeOH, then H+

73%

(a)

(b)
Ph

OSIMe3

SiMe3Cl

Ph

O H OSIMe3

SiMe3Cl
O

H

Ethynylation of silyl enol ether with chlorosilylethyne.
Arisawa, M.; Amemiya, R.; Yamaguchi, M. Org. Lett., 2002, 4, 2209.

Ethynylation

14 examples (yields 40-95%).

BuLi (1.5 equiv.)

Et2O, –78 °C, 2 h

Cl OCby

SnBu3

OCby

Asymmetric synthesis of 2-alkenyl-1-cyclopentanols via intramolecular cycloalkylation.
Christoph, G.; Hoppe, D. Org. Lett., 2002, 4, 2189.

SN2' Reaction

10 examples (yields 6-96%, %de 90->96%).

96%
dr > 98:2

er > 97.5:2.5

BuLi (1.5 equiv.)

THF, –78 °C, 4 h

OCb

CbO

OTBS

SnBu3 OCbH

TBSO OCb

(E)-Selective cyclocarbolithiation of α-lithiated alkynyl carbamates.
Gralla, G.; Wibbeling, B.; Hoppe, D. Org. Lett., 2002, 4, 2193.

Cyclocarbolithiation

dr = 50:50
er = 97:3

7 examples (yields 35-92%). Cb = C(O)Ni-Pr2.

92%
dr = 50:50
er = 97:3

[Ni(cod)2] (6 equiv.)
NaI (10 equiv.)

DMF, 80 °C, 2 hBnO

EtCO2
CHO

H
OSEM

O

Br

BnO

EtCO2
C

H
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O

O H

Formation of a quaternary centre via a Ni(cod)2-mediated Heck-type reaction.
Nicolaou, K. C.; Roecker, A. J.; Follmann, M.; Baati, R. Angew. Chem. Int. Ed. 2002, 41, 2107.

1,4-Addition

Model studies towards azadirachtin.

60%
dr = 3:2

OTIPS

OBz

Co(CO)3

Co(CO)3 Co(CO)3

Co(CO)3TIPSO

O
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O OSiMe2OSiMe3

O OSiMe2Ph

1,4-Hydrosilylation of α,β-unsaturated carbonyl compounds.
Mori, A.; Kato, T. Synlett, 2002, 1167.

1,4-Addition

HSiMe2OSiMe3 (1.1 equiv.)
[Rh(OH)(cod)]2 (0.15 mol%)

THF, rt, 10 min
99%

HSiMe2Ph (1.1 equiv.)
[Rh(OH)(cod)]2 (0.15 mol%)

THF, rt, 10 min
86%

13 examples (yields 80-99%).
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Preparation and reactions of α-functionalized alkenylmagnesium reagents.
Thibonnet, J.; Vu, V. A.; Bérilon, L.; Knochel, P. Tetrahedron, 2002, 58, 4787.

Nucleophilic Addition

E+

Me3SiCl
Bu3SnCl
PhCHO
allyl bromide

Yield

93%
53%
76%
76%

i-PrMgBr

THF, –40°C, 1-12 h

E+

44 examples (yields 45-93%).
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Selective deprotonation of meso-epoxides.
Hodgson, D. M.; Gras, E. Angew. Chem. Int. Ed., 2002, 41, 2376.

Desymmetrization

(–)-sparteine (1.3 equiv.)
s-BuLi (1.25 equiv.)
Et2O, –90 °C, 3 h

PhCHO (1.5 equiv.)
Et2O, –90 °C → rt, 5 h

(a)

(b)

(–)-sparteine (1.3 equiv.)
s-BuLi (1.25 equiv.)
Et2O, –90 °C, 3 h

EtCONMe2 (1.5 equiv.)
Et2O, –90 °C → rt, 5 h

(a)

(b)

79%
er = 88.5:11.5

57%
er = 87:13

12 examples (yields 48-84%, %ee 73-81%).
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NMesMesN

i-PrO

Cl
Cl

EtO2C

EtO2C

A
BzO

OMe

O

EtO2C

EtO2C

BzO
OMe

O

Ru-catalyzed olefin metathesis.
Wakamatsu, H.; Blechert, S. Angew. Chem. Int. Ed., 2002, 41, 2403.

Metathesis

A (1 mol%)

CH2Cl2, rt, 10 min
99%

                   (2 equiv.)
A (1 mol%)

CH2Cl2, rt, 15 min

93%
E:Z = 97:3

13 examples (yields 82-99%).
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Stereoselective alkylation of α,α-disubstituted amide enolates.
Manthorpe, J. M.; Gleason, J. L. Angew. Chem. Int. Ed., 2002, 41, 2338.

Alkylation

LiDBB (1 equiv.)

THF, –78 °C

71%
dr = 97.5:2.5

9 examples (yields 74-84%, %de 88->95%).

BuI (4 equiv.)

THF, –78 °C, 4 h
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A (1.5 equiv.)
B (3 equiv.)
Tf2O (2 equiv.)
CH2Cl2, −60 °C, 20 min

                           (2 equiv.)
                       

Me2CO-H2O (4:1), 1 h
77%

(a)

(b)

(c)
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Solid-phase synthesis of β-mannosides.
Crich, D.; Smith, M. J. Am. Chem. Soc. 2002, 124, 8867.

6 examples  (yields 73-78%).

Solid Phase

MgBr2 (5 equiv.)
CH2Cl2, –40 °C, 15 min

PhMgBr (3 equiv.)
Et2O, –78 °C, 2 h

(a)

(b)

22 examples (yields 80-95%, %de 0-62%).

                   (1.3 equiv.)
SOCl2 (1.2 equiv.)
DMA, rt

mCPBA (3 equiv.)
CH2Cl2, rt
39%

MgBr2 (5 equiv.)
CH2Cl2, –40 °C, 15 min

PhMgBr (3 equiv.)
Et2O, –78 °C, 2 h

86%
dr = 72:28

77%
dr = 66:34

Polyphenylene as an electron transfer catalyst in lithiation processes.
Yus, M.; Gómez, C.; Candela, P. Tetrahedron, 2002, 58, 6207.

Reductive Lithiation

linear polyphenylene (cat.)
Li (0.9 equiv.)
THF, –78 °C, 1 h

Et2CO (1.1 equiv.)
THF, –78 °C, 1 h
64%

(a)

(b)

cross-linked linear polyphenylene (cat.)
Li (0.9 equiv.)
THF, 0 °C, 1 h

                       
                 (1.1 equiv.)
THF, –78 °C, 1 h
66%

(a)

(b)

17 examples (yields 44-92%).

Asymmetric nucleophilic addition to α- and β-silyloxy carbonyl compounds.
Trzoss, M.; Shao, J.; Bienz, S. Tetrahedron, 2002, 58, 5885.

1,2-Addition

(a)

(b)

Synthesis of enantiomerically pure (R)- and (S)-bicalutamide.
James, K. D.; Ekwuribe, N. N. Tetrahedron, 2002, 58, 5905.

Decarboxylative Bromination

(a)

(b)
(c)

                    (1.1 equiv.)
DCC (2 equiv.)
CBrCl3, 105 °C, 1 h

1 M NaOH-i-PrOH (1:1), rt, 3 h
4-fluorobenzenethiol (1.5 equiv.)
52%

(a)

(b)

(R)-bicalutamide

Pd-catalyzed coupling reaction of alkenylgalliums with arylhalides.
Mikami, S.; Yorimitsu, H.; Oshima, K. Synlett, 2002, 1137.

sp2-sp2 Coupling

                 (1.2 equiv.)
Pd2(dba)3•CHCl3 (0.5 mol%)

(o-tolyl)3P (2 mol%)
THF-DMSO (1:3), 80 °C, 2.5 h

96%

                  (1.2 equiv.)
Pd2(dba)3•CHCl3 (0.5 mol%)

(o-tolyl)3P (2 mol%)
THF-DMSO (1:3), 80 °C, 2.5 h

78%

19 examples (yields 33-97%).
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