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ABSTRACT

3-5 mol % PPh3zAuCl
3-5 mol % AgSbFg

THF or dioxan:
Z =0, C{CO,;Me),, C(SO,Ph),

NHR?
H

R1

R?NH, (3 equiv)

e, 1t

An efficient Au(l) catalytic system is described for the hydroamination/cycloisomerization reaction of functionalized 1,6-enynes. The reaction

leads to carbo- and heterocyclic amino derivatives in good to excellent yields. The cyclizations were conducted in the presence of PPh

3

AuCI/AgShF ¢ catalyst in THF or dioxane at room temperature. The use of allyloxycarbonyl carbamate has allowed the formation of free amino

derivatives via sequential Au- and Pd-catalyzed reactions.

Recent years have witnessed a substantial growth in therearrangements (Scheme*Tjhis type of transformation has

number of gold-catalyzed reactions for carbanitrogen
bond formations. In fact, hydroamination is a highly
challenging reaction and is especially difficult to manage
on unactivated olefins Some very efficient gold catalysts
were able to promote inter- or intramolecular-8 bond
creations starting from tosylamine or amine carbamate
derivatives and allenes or alkerfeé®ur research team along
with others have found that metal-catalyzed cycloisomer-
ization reactions of enynes in the presence of an external
nucleophile such as water or alcohol have led to novel
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long been restricted to oxygen nucleophiles, but recently,
electron-rich aromatic systems were found to be suitable
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reaction partners for such a rearrangement (Scherh&d).
the best of our knowledge, Kozmin's grofijnas described
a unique example of intramolecular addition of an amino
group to an alkene followed by trapping by an alkyne moiety.
In pursuit of the investigation on atom-economical metal-
catalyzed cycloisomerization reactiochaie have envisaged
to develop mild conditions for the Au-catalyzed intermo-
lecular addition of amines to carbewcarbon double bond

outcome of the reaction was studied in various solvents. The
use of dichloromethane or ether did not give better results
(Table 1, entries 2 and 3). A more coordinating solvent such
as acetonitrile completely inhibited the reaction, and starting
material was recovered unchanged (Table 1, entry 4). THF
and dioxane have appeared as more suitable solvents for such
a reaction (Table 1, entries 5 and 6). Indeed, the desired
tosylamine2awas detected as the major product. A positive
effect was observed in the presence of 5 mol % of catalyst
in dioxane (Table 1, entry 7). Careful chromatography on
silica gel has led to the desired amino derivatReein a
modest 38% yield. The moderate isolated yield compared
to the observed conversion and product ratio was due to the
difficulty to eliminate excess tosylamine.

Anticipating that the outcome of the hydroamination/
cycloisomerization reaction may also depend on the external
amine, we have decided to screen several amines and to
confront them to various 1,6-enynes in the presence of the
optimized system (Table 2). We were pleased to find that
by switching from tosylamine to ethyl or benzyl carbamates,

concomitant with a cyclization process. We wish therefore a clean and smooth reaction still occurred on carbo- and

to present in this paper our preliminary results of the

hetero-1,6-enynes and allowed good to excellent yields. The

hydroamination/cycloisomerization reactions of 1,6-enynes addition of ethylcarbamate to enynds—c afforded the

leading to cyclic functionalized amines.

Initial efforts have focused on the optimization of an
efficient system starting from enyri@ as a model substrate
(Table 1). The use of PRAUCI associated with silver salt

Table 1. PPhAuCI-Catalyzed Hydroamination/
Cycloisomerization Reaction of Enynes

NHTs
Ph3PAUCI 3 mol % H

0 E
E = Ph AgSbFg 3 mol % E Ph h
E: /\\—/: TsNH, (3 equiv)  E * P
solvant E 4
E = CO,Me rt 2a
1a £
products ratio (%)*
entry solvent time (h) 2a 3 4
1 toluene 18 14 / 86
2 CH,Cl, 15 25 / 75
3 ether 17 20 36 44
4 MeCN 17 / / /
5 THF 16 46 33 20
6 dioxane 17 56 14 30
7b dioxane 15 77 10 13

a Determined by*H NMR spectroscopy? 5 mol % of catalyst.

AgSbF; in toluene has allowed the formation of the desired
product 2a as a minor compound (Table 1, entry 1).
Competition with the classic cycloisomerization of enylize
leading to the knowt¥ dienes3 and4 has occurred, and the

(5) (a) Nieto-Oberhuber, C.; Lopez, S.; Echavarren, AJVAmM. Chem.
Soc.2005,127, 6178. (b) Toullec, P. Y.; Genin, E.; Leseurre, L.; Gene
J.-P.; Michelet, V. Angew. Chem.nt. Ed. 2006,45, 7427. (c) Amijs, C.
H. M.; Ferrer, C.; Echavarren, A. MChem. Commur2007, 698.
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corresponding cyclic derivativéh—d in 51—78% isolated
yields (Table 2, entries-13). Benzylcarbamate derivatives
2e and 2f were also synthesized in 64% and 76% yields,
respectively (Table 2, entries 4 and 5). It was also highly
challenging to try to perform the same reaction in the
presence of aromatic amines (Tablé Zhepara-nitroaniline
was an excellent candidate for the aminocyclization reaction.
The nitro-containing carbo- and heterocyclg—2i were
isolated in moderate to good yields (Table 2, entrie8%6
Theortho-cyanoaniline-substituted alken2s-2| were also
obtained in good to excellent yields (Table 2, entried 9).

The presence of GRand a halogen group such as chloride
was also compatible with the reaction conditions and afforded
the corresponding amin@sn and2nin 86% and 77% yields,
respectively (Table 1, entries 12 and 13).

The use of allyloxycarbonylcarbamate was found to be
highly valuable: the corresponding carbama?esand 2p
were obtained in 82% and 92% isolated yields (Scheme 2).
Moreover, a clean deprotection was performed in the
presence of the water-soluble system Pd(QA®PTS?10
The corresponding free aminésa and 5b were easily
separated from the catalyst and isolated in 56% and 71%
yields, respectively.

(6) (@) Genin, E.; Toullec, P. Y.; Antoniotti, S.; Brancour, C.; Gene
J.-P.; Michelet, V.J. Am. Chem. So006, 128, 3112. (b) Genin, E.;
Antoniotti, S.; Michelet, V.; Genét, J.-RAngew. ChemInt. Ed.2005,44,
4949. (c) Antoniotti, S.; Genin, E.; Michelet, V.; Genét, JJPAm. Chem.
S0c¢.2005,127, 9976. (d) Genin, E.; Toullec, P. Y.; Marie, P.; Antoniotti,
S.; Brancour, C.; Genét, J.-P.; Michelet, Atkivoc 2007, v, 67.

(7) A mixture of PPBAUCI (3—5 mol %, M = 494) and AgSbk
(3—5 mol %, M = 343.6) in distilled THF or dioxane (2.5 M) was
stirred under an argon atmosphere at room temperature for 3 min. The
aminonucleophile (3 equiv) and then the enyne (1 equiv) were finally
added. After completion of the reaction, the mixture was filtered through a
short pad of silica gel (EtOAc) and the solvents were evaporated under
reduced pressure. The crude product was purified by silica gel flash
chromatography.

(8) Johns, A. M.; Utsunomiya, M.; Incarvito, C. D.; Hartwig, J. F.

Am. Chem. So006,128, 1828 and references cited therein.
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Table 2. PPhAuCI-Catalyzed Hydroamination/Cycloisomerization of Enynes

NHR?
Ph3zPAuUCI 3-5 mol %

S~ g AgSbFg 3-5 mol %

RNH, (3 equiv)

(

1a-1d dioxane or THF, 15-20 h, rt 2b-2n
entry enynes amine alcohol solvent  yield® (%)
* MeO,C, A ~pn 1a H,NCO,Ft [ NHCOGE 2b dioxane 51
MeOzc><\\ MeOzC><j\i\Ph
—
MeO,C
2 /\/\@°> 1b HNCO,Et  NHCOAE 2 THF 76
O, 0o 0,
. A
3 y OMe 1c H,NCO,Et H NHCO,Et 2d THF 78
og OMe p CMe
= OMe OMe
OMe
4 PhO,S, = Ph 1d H,NCO,Bn " NHCO-Bn 2e THF 64
S
PhO,S
5 Y 0> 1b H,NCO;Bn H NHCO,Bn 2f THF 76
O, o 0
= 'eQes
6° la p-NO,CsHiNH, NO, 2¢g dioxane 46
MeO,C A HN/©/
MeO,C ~ H
= MeO,C, Ph
MeQ,C
7 /\/\@0> 1b p-NO,CcH/NH, H NHp-NO,CgHg 2h THF 78
[0} I O
. Qs
8 Yy OMe 1e Pp-NO,CHNH, i NHP-NOoCeH, 2i THF 71
ok OMe s OMe
= OMe OMe
OMe
9 1a 0-CNCgHNH, 2j dioxane 93
MeO,C, Va Ph "
H
MeO,C == Me0,C, ><i\%cw
MeO,C
10 yZ 0> 1b 0-CNCgH,NH, H NHo-CNCgH, 2k THF 55
G o 0
- d o
11 PhO,S = PR 1d 0-CNC¢H,NH, " NHo-CNCgH,4 21 THF 83
Ph023><\\ Ph°23><ii\ ”
—
PhO,S
12° la  0-CF;-p-CIC¢H;NH, cl 2m dioxane 86
MeO,C, P oh N /@/
MeO,C — H CF
== MeO,C, ph 2
MeO.C
13 o 1b  0-CF;3-p-CICH;NH, NHo-CF3-p-CiCeH; 2n THF 77

<

5

a |solated yield.? 5 mol % of catalyst.

In all enyne/amine combinations tested, a single diaste- of the reaction was unambiguously established by X-ray
reoisomer oR has been formed. Thanti diastereospecificity ~ analysis of derivative2d (see Supporting Information for
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Scheme 2. Gold-Catalyzed Hydroamination/
Cycloisomerization Reactions of Enyn&k and 1c with
Allyloxycarbonylcarbamate

PhszPAUCI (3 mol %)
AgSbFg (3 mol %)

_——

NH,CO,allyl (3 equiv)
THF,

H

Ar

1b or1ic e]

20, 82%, Ar = 3,4-(OCH,0)CqHs
2p, 92%. Ar = 3.4,5-(MeO)y-CgHy
PA(OAG), (5 mol %) NH2

TPPTS (15 mol %)

.
Et,NH (2.2 equiv)
CH3CN/H,0 3/1
rn,3h

Ar

5a, 71%, Ar = 3,4-(OCH,0)CgHs
5b, 56%, Ar = 3,4,5-(MeO)3-CeHa

external position of the alkene moiety being essential to the
obtention of2 in high yield, we postulate that the lifetime
of intermediateA may be increased due to the stabilization
of tautomeric formA’' where the carbocation is located at
the benzylic position. Decomposition pathways leading to
known skeletal rearrangement produ8tand 4 are hence
disfavored, and selective addition of the external nitrogen
nucleophile giving intermediatB occurs!?

In conclusion, we have found that the combination of
Au(l) and silver salts promotes a highly efficient hydroami-
nation/cycloisomerization reaction of enynes under very mild
conditions. This diastereoselective process implied the hy-
droamination reaction of unactivated alkene combined with
a cyclization process. The addition of ethyl, benzyl, and allyl
carbamate led to the corresponding cyclic protected amines
in good to excellent yields. In the case of the allyloxycar-
bonyl protected derivatives, the smooth Pd-catalyzed depro-
tections were efficiently performed. The reaction conditions

details). On the basis of this observation, we propose awere compatible with electron-poor aromatic amines, includ-
mechanism closely related to the one associated with theing ones bearing chloride atoms. These derivatives are

alkoxy- and carbocyclization reactions of enynes (Scheme
3)#4 Initial complexation of the carbophilic Lewis acid

Scheme 3. Proposed Mechanism

- 4 -
Ar
z
. NHR?
P [Au]” H
A 27NN, ¢ A | RINH; a
e H N
[Au] , y Ar [Au]
+ /H B
[Au] A

cationic gold catalyst to the alkyne function allows the
formation of a transient unstable cyclopropylcarb@aévia
stereoselective attack of the alkene function on the alkyne.
Addition of the external amine nucleophile releases a
vinylaurate intermediatB. Protodemetalation completes the
catalytic cycle. The presence of an aromatic ring on the

(9) (a) TPPTS: tris(m-sulfonatophenyl)phosphane trisodium salt. (b)
Kuntz, E. G.CHEMTECH1987,17, 570. (c) Cornils, B.; Kuntz, E. G.
Organomet. Cheni995, 502. (d) Michelet, V.; Savignac, M.; Genét, J.-P.
Electronic Encyclopedia of Reagents for Organic Synthé&gjuette, L.,
Fuchs, P., Crich, D., Wipf, P., Eds.; Wiley: New York, 2004.
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particularly interesting considering the possibility to further
functionalize the substituted aniline ring. Further studies will
be directed to the application of this methodology to the
synthesis of natural and biologically active products.
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