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COVER PICTURE

The cover picture shows the intermolecular interac-
tions between the marine-derived dictyostatin and
the B-tubulin binding site, as well as some impor-
tant molecular fragments of the required 15-step
sequence to produce the C11—C23 fragment
(highlighted in blue) of dictyostatin in good over-
all yield. Dictyostatin, an unsaturated 22-mem-
bered macrolactone containing 11 stereocenters,

a (Z)-alkene, and two diene systems, exhibits
potent antitumoral activity as a consequence

of its reversible and specific binding to the B-
tubulin cavity and modulation of microtubule
function. Details of the synthesis and charac-
terization of the C11—C23 fragment are re-
ported in the Short Communication by L. C.

Dias et al. on p. 1491ff. The authors thank

Ms. Livia B. Salum for her contribution to

the design of the cover picture.
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Ns N3

palau‘amine ref. [8b]

A hexa-substituted chlorocyclopentane
framework is common to a variety of di-
meric marine alkaloids of the oroidin fam-
ily. In the pursuit of synthons for oroidin
dimers such as palau’amine, the stereo-

Ph

o
MeO

ref. [12] ref. [17]

controlled synthesis of complex Cs rings
has seen a renaissance in recent years.
Stereochemical challenges posed by these
intricate and densely functionalized cyclo-
pentanes will be discussed.
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SHORT COMMUNICATIONS

The synthesis of the C11—C23 fragment of

dictyostatin proceeded in good overall yield
after 15 steps for the longest linear se-
quence.

A synthon for the convergent introduction
of a protected tetrazole moiety into
nucleophile-bearing molecules is presented.
Benzyl deprotection is accomplished under
neutral conditions. The usual in situ estab-
lishment of the tetrazole moiety is thus
avoided, as is the lack of regioselective con-
trol during subsequent protection. The
exemplary synthesis of a new isoelectronic
analogue of EDTA is presented.

Cheap and convenient replacement addi-
tives for the explosive HOBt are reported
to be used in peptide synthesis.
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In the presence of [Rh(cod)Cl], that has
been entrapped within an ionic liquid con-
fined silica sol—gel, styrene derivatives were
hydroformylated at 80° C to selectively give
branched aldehydes that undergo, within

Eur. J. Org. Chem. 2009, 1460—1466

Rl
IL-SG = ionic liquid confined sol-gel
the same pot, condensation with active
methylene compounds followed by hydro-

genation of the resulting unsaturated prod-
ucts.

WWW.eurjoc.org

© 2009 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Eur|OC

European Journal
of Organic Chemistry

L. C. Dias,* D. J. P. Lima,
C. C. S. Gongalves,
A.D.

Andricopulo 14911494

Synthesis of the C11—C23 Fragment of the
Potent Antitumor Agent Dictyostatin

Keywords: Total synthesis / Natural prod-
ucts / Aldol reactions / Lactones / Olefin-
ation

F. Touti, P. Maurin,

J. Hasserodt™* 1495—1498

A Tetrakis(tetrazolyl) Analogue of EDTA

Keywords: Nitrogen heterocycles / Protect-
ing groups / Isosteres / N ligands

A. El-Faham,* F. Albericio* ... 1499—1501
Synthesis and Application of N-Hy-
droxylamine Derivatives as Potential Re-
placements for HOBt

Keywords: Amino acids / Coupling re-
agents / N-Hydroxylamine derivatives /
Peptides / Racemization

K. Hamza, H. Schumann,*

J. Blum* 1502—-1505

One-Pot, Selective Hydroformylation, Con-
densation, and Hydrogenation Processes by
a Sol—Gel Entrapped Rhodium Complex,
an Immobilized Base, and an Ionic Liquid

Keywords: Hydroformylation / Hydrogen-
ation / Ionic liquids / Rhodium

1461

0



IO

[n]

CONTENTS

R. Delgado, S. B. Blakey* 1506—1510

Cascade Annulation Reactions To Access
the Structural Cores of Stereochemically
Unusual Strychnos Alkaloids

Keywords: Malagashanine / Strychnos / Al-
kaloids / Iminium / Cascade / Annulation /
Reaction mechanisms / Polycycles / Natural
products

Y.-C. Horng,* T.-L. Lin, C.-Y. Tu,
T.-J. Sung, C.-C. Hsieh, C.-H. Hu,
H. M. Lee, T.-S. Kuo .............. 1511—-1514

Preparation of a Reversible Redox-
Controlled Cage-Type Molecule Linked by
Disulfide Bonds

Keywords: Dimerization / Self-assembly /
Sulfur / Preorganization

FULL PAPERS

C. Dyrager, K. Borjesson, P. Dinér, A. Elf,
B. Albinsson, L. M. Wilhelmsson,
M. Grothi* .....cceeeeeeeveeecrencnnns 1515—-1521

Synthesis and Photophysical Characterisa-
tion of Fluorescent 8-(1H-1,2,3-Triazol-4-
yl)adenosine Derivatives

Keywords: Nucleoside derivatives / Click
chemistry / Sonogashira coupling / Fluo-
rescence / Triazoles / Nitrogen hetero-
cycles / Density functional calculations

R. Keder, H. Dvorakova,

| DI D 17) 1 1522—-1531

New Approach to the Synthesis of N’-
Arylguanines and N’-Aryladenines

Keywords: Nucleobases / Nitrogen hetero-
cycles / Copper / Boron

1462

© 2009 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Ts

|
: A~ N OTMS
|
N

|
Bn
SiMes
A versatile cascade sequence provides
rapid access to the core structure of the
stereochemically unusual Malagashanine

A trithiol macromolecule, comprising an
intrinsic conformational propensity for di-
merization (molecular capsule) as opposed
to oligomerization upon oxidation, was ef-
fortlessly prepared through rational design.

—_—
CH,Cl,, 0°C

oxidation

reduction

BF3-OEt,

alkaloids. Amide reduction provides access
to particularly sensitive iminium ions, fa-
cilitating this cascade process.

The X-ray structure of the molecular cap-
sule represents the first successful example
of a redox-controlled reversible dimeric
capsule linked through covalent disulfide
bonds.

have
been synthesised by using Sonogashira
cross-coupling and click chemistry. The nu-

Substituted adenosine derivatives

cleoside analogues show high absorptivities
and high fluorescence quantum yields in
organic as well as in water solution.
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)\ T2 Hydrolysis Hydrolysis s | % 2. Hydrolysis ﬁ“ H
H,N” N7 N (HsC)oN 2

The copper-mediated arylation of 7-meth-
ylpyrimido[l,2-a]purin-10(3H)-one (1) in
dichloromethane or of N?-(dimethyl-
amino)methyleneguanine (2) in methanol

WWwWw.eurjoc.org

mainly

in the presence of TMEDA and subsequent
hydrolysis leads to the preferential forma-
tion of 7-arylguanines. 7-Aryladenines can
similarly be prepared.
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A versatile method is described for the syn-
thesis of a range of enantiopure amino-
and amido-cyclopropanes, through the
generation of organozinc carbenoids from
N-(diethoxymethyl)oxazolidinones.

The recognition ability of novel receptor
1-2Zn towards various anions has been
studied. The receptor displays an excellent
selective fluorescent enhancement of the
excimer emissive peak with H,PO,~ that is
absent with other inorganic anions in
water.

THO

,PdemJ

tBu

5 CHO 2

TCNE

Friedel—Crafts and Vilsmeier reactions of
1,3,6-tri-tert-butylazulene (2) gave the cor-
responding ipso-substitution products 3a,
4a and 5, respectively, in moderate to excel-
lent yields. Treatment of 2 with TPT unex-
pectedly afforded 1-(trifluoromethyl)thio-

The hitherto unknown nodulisporins D—F
were isolated from the culture broth of
Nodulisporium sp. A naphthalene moiety is
coupled to different sites of a chroman or
an open-chain analogue. Interestingly, the
“monomeric” parts or closely related com-
pounds were also isolated. This example
demonstrates the increase of quantity and
quality of chemical diversity by coupling of
monomeric units.
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azulene 10 and 1(8 H)-azulenone 11. Com-
pound 2 also reacted with TCNE to give
cycloaddition product 13 in excellent yield,
rather than the ipso-substitution reaction
product.
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Theory and experiment were used syner-
gistically to pinpoint the effects of substitu-
ents on intramolecular cycloadditions of
alkenes with in-situ generated nitrones that

Ar-l + CO (1 atm) + Ar'-B(OH),

cr.
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N
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Multi-tier designer dendritic molecules that
incorporate an aromatic core and hetero-
cyclic and peptide units have been synthe-
sized. The versatility of the synthesis has
been illustrated by the synthesis of various
symmetrical, unsymmetrical and cationic
dendrimers on an aromatic core. The syn-
thesis of such dendrimers will be useful for
generating molecules with various func-
tions.

R!

R3

(%) R® ﬁz R

can produce two different polyheterocyclic
scaffolds that position their arrays of func-
tional groups in well-defined but different
orientations.

2 mol-% MCM-41-2P-Pd" ”
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KoCOg, anisole, 80°C
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An MCM-41-supported bidentate phos-
phane palladium(I) complex (MCM-41-
2P-Pd™) exhibits higher activity and selec-
tivity than [PdCl,(PPhs),] in the carbo-
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Acetate buffer/
O / dioxane o v
RO O —— RO (@)
Candida rugosa
BzO OBz lipase BzO OBz
R=Bz,H

KGaA, Weinheim

WWW.eurjoc.org

OEt
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nylative Suzuki—Miyaura cross-coupling
reactions of arylboronic acids with aryl
iodides and can be reused at least 10 times
without any decrease in activity.

The first examples of enzymatic regioselec-
tive hydrolysis of methyl O-benzoyl-pyr-
anosides are reported. Using Candida
rugosa lipase as catalyst, the gluco-, gal-
acto-, and mannopyranosides were hydro-
lysed regioselectively at C-6. The reaction
rate was dependant among others on pyr-
anoside structure. The highest yields were
obtained for the o-p-galacto-, B-pD-galacto-
and o-D-glucopyranosides
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Conjugates of 2,4-diamino sugars and uri-
dine have been synthesized as galactosyl-
transferase inhibitors. Their inhibition ac-
tivities appear to be influenced by their

conformational flexibility and thus their
chelation abilities towards Mn" within the
structure of GalT.

Enzyme Inhibition
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with Diamino Sugar as a Pyrophosphate
Mimic
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The tricarbonylchromium(0) complexes of
benzyl allyl ethers undergo enantioselective
deprotonation/alkylation reactions to give

Ph
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KyCO3
Ph (299% G
(299% ee) Ph
enantioenriched imidazole alcohols, a triol
and a tertiary alcohol after removal of the

allyl group.
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An efficient two-step method for the prepa-
ration of a series of novel 2,5-disubstituted
1,3,4-selenadiazoles by selenating with
Woollins’ reagent (WR) is reported. Six

R', R? = aryl or alkyl

examples, representing the first of this
class, have been characterised crystallo-
graphically.
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Trichloroacetimidates undergo stereoselec-
tive intramolecular conjugate addition re-
actions to produce oxazolines. The re-
sulting oxazolines can in a very concise way
converted into 2-amino-3-hydroxycycloal-
kanecarboxylic acids.
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| o R O R
BF;0Et,
Si— + EEEE——
g | RJ\H Arene /0 °C to r.tp’
Ar
R = alkyl, aryl

The reaction of aldehydes with allyltri-
methylsilane afforded 2,6-disubstituted-4-
aryltetrahydropyrans through a Sakurai—
Hosomi—Prins—Friedel—Craft sequence.
The reaction was highly stereoselective.
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