COMMUNICATIONS

[3] Recent reviews see: K. C. Nicolaou, E. J. Sorensen, Classics in Total
Synthesis, WILEY-VCH, Weinheim, 1996; T.-L. Ho, Tandem Organic
Reactions, Wiley, New York, 1992.

B. M. Trost, Angew. Chem. 1995, 107,285 —-307; Angew. Chem. Int. Ed.

Engl. 1995, 34, 259 -28]1.

Recent reviews see: A. de Meijere, F. E. Meyer, Angew. Chem. 1994,

106, 2473 -2506; Angew. Chem. Int. Ed. Engl. 1994, 33,2379 -2411; S.

Brise, A. de Meijere in Metal-catalyzed Cross-coupling Reactions

(Eds.: F. Diederich, P.J. Stang) WILEY-VCH, Weinheim, 1998,

p- 99-166; E.-i. Negishi, C. Coperet, S. Ma, S.-Y. Liou, F. Liu, Chem.

Rev. 1996, 96, 365-393; R. Grigg, V. Sridharan in Comprehensive

Organometallic Chemistry II, Vol. 12 (Eds.: E.W. Abel, E G. A.

Stone, G. Wilkinson), Pergamon, Oxford, 1995, p. 299 -322.

a) F. E. Meyer, P.J. Parsons, A. de Meijere, J. Org. Chem. 1991, 56,

6487-6488; b) F. E. Meyer, J. Brandenburg, P.J. Parsons, A.

de Meijere, J. Chem. Soc. Chem. Commun. 1992, 390 -392.

[7] H. Henniges, F. E. Meyer, U. Schick, F. Funke, P.J. Parsons, A.

de Meijere, Tetrahedron 1996, 52, 11545 -11578.

[8] For a related all-intramolecular domino reaction of 2-substituted

1-ene-6,11-diynes and homologues to yield tricyclic skeletons with

three-membered rings see: C. H. Oh, J. H. Kang, C. Y. Rhim, J. H.

Kim, Chem. Lett. 1998, 375-376.

Compounds 6, 9, 12a, 16 were easily assembled in five to eight steps

according to routine procedures using malonate alkylations and

alkynyl-Grignard additions to aldehydes as C—C bond forming steps
with appropriate building blocks.

[10] All new compounds were fully characterized by NMR, IR, and mass
spectral data as well as by elemental analyses or high-resolution mass
spectra.

[11] The palladacycle was prepared from Pd(OAc), and (oTol);P according
to: W. A. Herrmann, C. BroBmer, K. Ofele, C.-P. Reisinger, T.
Priermeier, M. Beller, H. Fischer, Angew. Chem. 1995, 107, 1989 —
1992; Angew. Chem. Int. Ed. Engl. 1995, 34, 1844 —1848.

[12] Palladium-catalyzed eight-membered ring closures are quite rare:
S.E. Gibson (née Thomas), R.J. Middleton, J. Chem. Soc. Chem.
Commun. 1995, 1743-1744; S. E. Gibson (née Thomas), N. Guillo,
R. J. Middleton, A. Thuilliez, M. J. Tozer, J. Chem. Soc. Perkin Trans. 1
1997, 447 -455.

[13] Crystallographic data (excluding structure factors) for the structures
reported in this paper have been deposited with the Cambridge
Crystallographic Data Centre as supplementary publication nos.
CCDC-103255 (cis-17), CCDC-103256 (14a), and CCDC-103257
(epoxide from 11a). Copies of the data can be obtained free of
charge on application to CCDC, 12 Union Road, Cambridge
CB21EZ, UK (fax: (+44)1223-336-033; e-mail: deposit@ccdc.cam.
ac.uk).

[14] Such a y-hydride elimination is equivalent to a y-C-H activation. 0-C-
H activation on a fert-butyl group has been reported: G. Dyker,
Angew. Chem. 1994, 106, 117-119; Angew. Chem. Int. Ed. Engl. 1994,
33,103-105.

[15] Metal carbene (including platinum carbene) complexes have been
invoked in cascade cyclizations of 1,6-diene-11-ynes to yield cyclo-
propane-linked tetracyclic systems, yet in the reported cases they were
not formed by a-dehydrobromination: N. Chatani, K. Kataoka, S.
Murai, N. Furukawa, Y. Seki, J. Am. Chem. Soc. 1998, 120, 9104 -9105.

[4

[l

[5

—_

[6

—

[9

—

1454

© WILEY-VCH Verlag GmbH, D-69451 Weinheim, 1999

Palladium-Catalyzed Synthesis of Substituted
Hydantoins—A New Carbonylation Reaction
for the Synthesis of Amino Acid Derivatives**

Matthias Beller,* Markus Eckert, Wahed A. Moradi,
and Helfried Neumann

Amino acids and their derivatives are unequivocally one of
the most important classes of organic compounds. In addition
to biochemical applications, amino acid derivatives are used
as chemical feedstocks for industrial fine chemical synthesis.!]
Despite the well known “classical methods” such as the
Strecker synthesis®? and the highly selective procedures
developed in the research groups of Schéllkopf,?! Seebach,!
Evans,’] Williams[! as well as recent developments,! a need
for new, more efficient protocols for the preparation of amino
acid derivatives remains. In the past, researchers focused
exclusively on the asymmetric synthesis of amino acid
derivatives, and successful procedures were judged accord-
ingly. However, other important factors also need to be
addressed. For example, the procedures need to be improved
in terms of their atom economy.[®! This also applies to the
asymmetric hydrogenation of acetamidoacrylates and acet-
amidocinnamates,®! since the hydrogenation precursors are
often expensive and difficult to prepare.['%]

Racemic imidazolidine-2,4-diones, generally called hydan-
toins,"! are important building blocks for enantioselective
amino acid synthesis because enantiomerically pure amino
acids can be prepared from these by dynamic kinetic racemic
resolution.l'l The practicability of this method was demon-
strated on an industrial scale by Ajinomoto**l and Kanega-
fuchi® for the production of D-p-hydroxyphenylglycine.
Substituted hydantoins are also of pharmacological interest
and are used, for example, for the treatment of epilepsy!'”
Since only atom economic procedures for the production of
N-unsubstituted hydantoins are known (Bucherer—Bergs
reaction,l'! amidoalkylation!'l), we set out to examine to
what extent substituted hydantoins can be made directly from
simple, inexpensive starting materials. We describe here a new
one-pot synthesis of 5-, 3,5-, and 1,3,5-substituted hydantoins
that is based on the carbonylation of aldehydes in the
presence of urea derivatives.

In the context of our work on the carbonylation of
aldehydes with amides (amidocarbonylation)!'s! in the pres-
ence of a palladium catalyst,!') we examined to what extent
sulfonamide, urethanes and urea derivatives can be used as
amide components. The conversion of cyclohexanecarbalde-
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hyde with the respective amide component served as a

Table 1. Palladium-catalyzed ureidocarbonylation with urea according to Equa-

model reaction. Although the reactions of sulfona- tion ().
mides and urethanes did not generate the desired Entry R! Additive Hydantoin N-Carbamoylic acid
product at 100°C, the reaction with urea produced the [equiv] product yield [%]®  product yield [%]"!
5-cyclohexylhydantoin 1 in 25% yield and N-carba-
moyl-cyclohexylglycine 2 in 45% yield?? A 1:1 1 <:>7 - 1 25 2 45
mixture of the starting materials in N-methylpyrroli-
dinone (NMP) as solvent in the presence of 0.5 mol % 2 Q CH(OGH;); 9 2 nb
palladium(ir) bromide/1 mol % PPh; was placed into a (L.0]
Parr autoclave and heated at 100°C. After 12 h, the 3 <:>7 (CH,CO),0 L % 5 b
reaction mixture was allowed to come to ambient [1.0] o
temperature, the volatile components were removed, HO
and the products were isolated by simple extraction 4 Q [1?3] 1 20 2 55
from water and ethyl acetate.

In order to demonstrate the utility of this reaction, 5 Q - 5 5 6 35
the amidocarbonylation of cyclohexanecarbaldehyde
was examined with a variety of substituted urea 6 Q [Cl}é%OCZHS)3 s o4 p -

derivatives (Scheme 1; Table 1). Indeed, free urea

gave very good selectivities (90 % ) for the hydantoin 1
when water-absorbing agents such as triethyl ortho-
formate or acetic anhydride were used. Interestingly,

[a] Conditions: 25.0 mL solution (1.0M in urea and aldehyde) in NMP, 0.25 mol % in
situ prepared dibrombis(triphenylphosphane)palladium(ir), 30 mol % LiBr, 1 mol %
H,SO,, 60 bar carbon monoxide, 100°C, 12 h. [b] Yield of isolated product; n.o.=

not observed.

P 3 § o 2
_CH HaC- _CH
N—CH. HNT N SANTNTTE N-CHs
HN 3 H H H _N
\\( HsC \\<
o)
3 4
86 % 80 %
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HaN" “NHp Y HoN" NH,
| CH(OEt)3 / H0
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NH OH

HN~( 1 + 2 HN\n/NHz
o 25 % 45 % o)

1 2

90 % 55 %

Scheme 1. Palladium-catalyzed carbonylation of cyclohexanecarbalde-
hyde with urea derivatives.

the free N-carbamoyl amino acid 2 can be prepared in good
yields by simply combining one equivalent of water with the
corresponding hydantoin.?l The conversion of cyclohexane-
carbaldehyde with monosubstituted dimethylurea occurs
selectively. For example, at 80°C the 5-cyclohexyl-3-methyl

1 Fen” 1
. R1W)‘L H
H HaN" ~NH, R12\N . (,\)‘H )
/g N/ko H,N\n/ 2
RS0 corpg Y o
LiBr / H*
1.5 2,6
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hydantoin 3 was obtained in very good yield (86%). The
reaction with symmetrical dimethylurea led to the 5-cyclo-
hexyl-1,3-dimethylhydantoin 4 in comparably high yield
(80%). Prior to our work, 1,3,5-substituted hydantoins could
only be prepared by multistep synthesis starting from the
appropriate amino acids. In the first step, the nitrogen atom of
the amino acid is monosubstituted by reductive alkylation.
Acylation with isocyanate produces the appropriate carba-
moyl, and subsequent base-promoted cyclization gives the
hydantoin.??

The high selectivity of the 3,5-substituted hydantoins
permits us to postulate a mechanism for this new ureidocar-
bonylation reaction. In agreement with the expected basicity
of the different nitrogen atoms of monosubstituted urea
derivatives, we assume that in a preequilibrium step, selective
nucleophilic attack of the free NH, group on the carbonyl
group takes place. An a-halogencarbamoyl species generated
by nucleophilic substitution subsequently undergoes oxidative
addition to the palladium(0) species. After CO insertion, the
acylpalladium complex undergoes either an intramolecular
reaction to give the hydantoin direcly, or first undergoes
intermolecular attack of water to give the N-carbamoyl acid
which subsequently cyclizes to the hydantoin.

The scope of this new multicomponent synthesis for
hydantoins was demonstrated by the results summarized in
Table 2. 3-Alkyl, 3-aryl or 3-benzyl substituted hydantoins
were obtained in high selectivity from the corresponding
monosubstituted urea derivatives (Eq. (2); Table 2, entries
1-5). When N,N'-disubstituted urea derivatives were em-

O,

RZ
H o co /I\L @
+ —_— R
Rl/&o RZHN)I\NHR3 [Pd] / LiBr / H* '}'3 o
R
3-9
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Table 2. Palladium-catalyzed ureidocarbonylation of aldehydes to substituted hydantoins according to Equation (2).[

Entry R! R? R} Product T[°C] Yield [%]®) TON
1 <} CH, H 3 80 86 344
2 Q CH, CH, 4 80 80 320
3 Q* C,H, H 7 100 51 204
4 /} Q H 8 100 64 256

‘ S
5 Q P H 9 100 50 200
6l Q* CH, CH, 10 100 80 80
7 /} C,H, CH; 1 100 89 356
8 )\/ CH, CH, 12 120 61 244
9t H @ /} 13 130 93 372

10 H CH, CH, 14 100 73 292

11 {} CH; CH;, 15 100 85 340

12 Q CH, CH, 16 100 79 316

cl

13l Cl@ CH, CH, 17 100 70 70

14 Meo@ CH, CH, 18 100 44 176

15 F4©7 CH, CH, 19 100 39 156

[a] All conditions except the reaction temperature as in Table 1. [b] Yield of isolated product. [c] Catalyst: 1.0 mol % Pd/C. [d] Reaction time 48 h.

ployed, substitution at positions 1, 3, and 5 with both alkyl and
aryl residues was achieved (entries 6—11). It should also be
emphasized that 5-arylhydantoins 15-19 were produced in
good yields, which also illustrates that a wide variety of
functional groups are tolerated. In addition to the catalyst
system PdBr,/2PPh;, palladium on activated charcoal is also
able to catalyze the carbonylation efficiently (Table 2, entries
6 and 13). The latter catalyst is particularly advantageous due
to the very simple separation of the catalyst after the reaction.
This is especially important for potential pharmaceutical
preparations of hydantoins. The only limitation of this
procedure that we have discovered thus far occurred in the
reaction of aldehydes of the form RCH,CHO with urea and
methylurea. Here, we isolated the 2-oxotetrahydropyrimidine
as the main product.!

In conclusion, the palladium-catalyzed carbonylation of
aldehydes with urea derivatives provides a remarkably simple,
pharmacologically interesting method for the preparation of
5-,3,5-, and 1,3,5-substituted hydantoins in good to very good
yields. The excellent chemo- and regioselectivities are an

1456 © WILEY-VCH Verlag GmbH, D-69451 Weinheim, 1999
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important advantage of this new one-pot multicomponent
reaction over classical methods. Moreover, we have also
demonstrated the practicability of this method. The prepara-
tion of 47 g of 5-cyclohexyl-1,3-dimethylhydantoin (10) de-
scribed in the Expermental Section indicates that this carbon-
ylation procedure is also suitable for the multi-gram produc-
tion of hydantoins.

Experimental Section

Synthesis of 10: Cyclohexanecarbaldehyde (29 g, 0.25 mol), N,N'-dimethyl-
urea (22 g, 0.25 mol), palladium dibromide (0.16 g), triphenylphosphane
(0.32 g), LiBr (4.5¢g), sulfuric acid (0.25g), and N-methylpyrrolidone
(150 mL) were transferred into a 300 mL autoclave and allowed to react
under 60 bar carbon monoxide at 100°C for 24 h. The volatile components
were removed in vacuo and the residue was taken up in ethyl acetate and
washed with water. The organic phase was collected and the solvent was
removed in vacuo to give 10 (47 g, 0.22 mol) in >97 % purity.
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Synthesis and Stereoselective Reactions of
New Stable a-Ferrocenyllithium Derivatives.
An Umpolung of the Ferrocene Reactivity**

Tania Ireland, Juan J. Almena Perea, and
Paul Knochel*

The design of new chiral ligands for asymmetric catalysis is
an important synthetic goal. In particular, ferrocenyl ligands
have attracted considerable attention and numerous synthetic
methods for the preparation of new ferrocenyl derivatives
have been developed.['l Many useful ferrocenyl ligands can be
prepared by the nucleophilic substitution of readily available
a-ferrocenylcarbinol derivatives of type1 (Scheme 1).12
According to Ugil®! these substitutions proceed with reten-
tion of configuration via a chiral cationic intermediate 2 and
lead to products of type 3. Herein we report the umpolung of
this reactivity. It was possible to generate a-ferrocenyllithium
derivativesl! of type 4 and to react them stereoselectively with
different electrophiles to give the new chiral ferrocenyl
derivatives 5§ with complete retention of configuration.

In preliminary experiments the ferrocenyl thioether 6a
(95 % ee) was treated with lithium naphthalenide (3 equiv) at
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