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Bicyclo[m.n.1]alkenone frameworks possessing quaternary carbon centers adjacent to a bridged ketone are frequently found in bioactive natural
products. Although several methods have been developed to construct such frameworks, most of them are specific to a particular scaffold. Herein,
we report a mild and highly efficient method to generate carbon-bridged frameworks of various sizes using phosphino gold(l) catalysts.

Highly oxygenated and densely substituted bicyclo[m.n.1]-
alkanone cores are commonly found in nature as structural
frameworks of bioactive natural products.® Most of these
compounds bear quaternary carbon centers adjacent to the
bridged ketone. These comprise enaimeone A (1), hyperforin
(2)° (isolated from Hyperycum perforatum, known as St. John’s
wort), and penostastin (3)* (Figure 1).

Owing to the promising biological properties and chal-
lenging structures of these molecules, considerable research
efforts have been devoted to develop efficient methods to
construct carbon bridged-medium sized rings.> However,
most of them are specific for a particular framework.

To address this issue, transition-metal-promoted cycliza-
tions of enol ethers with alkynes represent an attractive and
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Figure 1. Structure of enaimeone (1), hyperforin (2), and penostatin
F (3.

efficient strategy to generate fused-carbocyclic rings.®’
However, reports of their use in the synthesis of bicyclo-
[mn.1]alkenone rings are rare and substrate specific.® Taking
advantage of the affinity of phosphino gold(l) salts for triple
bonds,’ we envisioned a Au(l)-catalyzed 6-endo-dig cycliza-
tion of cyclic silyl enol ether 4 to synthesize bicyclic
bridgehead ketone 7 (Scheme 1). A cursory inspection of
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Scheme 1. Proposed Mechanism for the Au(l)-Catalyzed Cyclization
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the mechanism reveals that the Au(l)-catalyzed cyclization
can proceed via three distinct pathways. In path A, a 6-endo-
dig cyclization of 4 gives intermediate 6 which after
protonation leads to the desired product 7. Conversely, Au(l)
complex 5 can undergo competitive 5-exo-dig cyclization
to afford intermediate 8 (path B) and 11 (path C) which upon
protonation and hydrolysis provide the hydration product 10
and the bicyclic ketone 12, respectively.

Keeping this in mind, we examined various cationic
phosphinogold(l) complexes. Treatment of silyl enol ether
4a® with 5 mol % of PhsPAUCI/AgBF, in DCM at room
temperature gave the bridged ketone 7a as the major product
in low conversion (30%) (Table 1, run 1). The minor product

Table 1. Optimization
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4a

run catalyst solvent time (h) convn
(7a:10a:12a)’
1 Ph;PAuCl/AgBF, DCM 7 30% (8:1:0)
2 Et;PAuCl/AgBF, DCM 7 76% (30:1:0)
3 Et;PAuCl/AgSbF, DCM 6 78% (14:1:0)
4 Et;PAuCl/AgOTf DCM 6 100% (2.5:1:0)
+Bu " SbFg
5 o ot DCE 4 100% (1:5:0
. (=0
6 MeCN 4 100% (4.5:1:0)
7 toluene 4 88% (37:1:0)
100%
8 acetone 3 (3011:0)1”

2 Determined by 'H NMR. P2 mol % of catalyst was used. © Isolated
yield = 90%.

ketone 10a results from a cyclization via path B. The
replacement of triphenylphosphine by triethylphosphine
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dramatically improved the chemoselectivity (30:1) and the
conversion (76%) (run 2). On the other hand, the replacement
of the counterion by ShFs~ and OTf~ proved to be de-
trimental to the selectivity despite a slight improvement of
the conversion (runs 3 and 4). Surprisingly, the air stable
Echavarren catalyst 13,** gave mainly the hydration product
10a in dichloroethane (run 5). In contrast, high chemose-
lectivity was achieved when toluene was used as solvent (run
7). Additional experimentation demonstrated that 2 mol %
of 13 in acetone was optimal for this process (run 8).'?

Having established the reaction conditions, the scope of this
Au(l)-catalyzed 6-endo-dig cyclization was then examined
(Table 2).22 Enol ethers 4b, 4c,and 4d were readily converted
to ketones 7b, 7c, and 7d in 85, 80, and 98% yields,
respectively. Thus, the frameworks of the three natural products
depicted in Figure 1 are rapidly and efficiently synthesized using
this new approach. The method tolerates substitution, as
evidenced by the cyclization of substrates 4e—h, which give
the desired ketones 7e—h exclusively and in high yields. It
worth noting is that bicyclo[3.3.1]Jnonenones 7g and 7h bear
the two bridgehead quaternary carbon centers present in 2 and
related natural polycyclic polyprenylated acetylphloroglucin
compounds.

Next, we looked at the Au(l)-catalyzed carbocyclization
of substrates possessing a tetrasubstituted enol ether and an
internal alkyne. Compounds 4i—I| were treated under the
standard conditions to provide the corresponding bicyclo-
[3.3.1]nonenones 7i—I in 78—92% yield. These results con-
firmed that alkyl and/or aryl substitutions at R; and R, in 4 do
not impair the regio- and chemoselectivity of the reaction.

In the context of its application to the total synthesis of
natural polycyclic polyprenylated acetylphloroglucins, we
further probed the scope of this transformation.
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Table 2. Gold(l)-Catalyzed 6-Endo Cyclization
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Halogenated alkynes 4m and 4n were subjected to the
optimized reaction conditions (Table 3). Much to our

Table 3. Au(l)-Catalyzed Cyclized of Halogenated Alkynes
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2 Reaction performed in acetonitrile.
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X R

4m:R'=H,R%= OEtand X = | 7m-o X 12m-0

4n: R'=Me, R2=OMeand X = |

40: R'=Me, R?= OMe and X = Br

entry substrate solvent ratio 7:12¢ yield (%)

1 4m acetone 1.2:1 88
2 4n acetone 2.1:1 91
3 4m benzene 2.6:1 83
4 4n benzene 2.9:1 88
5 4m MeOH 1:2.3 73
6 4n MeOH 1:1.2 68
7 4m CHCl; 10.3:1 92
8 4n CHCI3 12.5:1 85
9 40 acetone >95:5 93

o

Determined by *H NMR.

surprise, mixtures of 6-endo 7m,n and 5-exo 12m,n (cy-
clization via path C) were obtained (entries 1 and 2). To
improve the reaction selectivity, other solvents were investi-
gated. It was found that the cyclization in benzene gave also a
mixture of 7m,n and 12m,n (ratio ~ 3:1) (entries 3 and 4),
whereas in MeOH, the formation of the 5-exo products 12m,n
were slightly favored (entries 5 and 6). The best results were
obtained in chloroform (entries 7 and 9) to give mainly the
desired bicyclo[3.3.1]nonenone 7m and 7n in 92% and 85%
yield, respectively. Interestingly, Au(l)-catalyzed cyclization of
bromoalkyne 4o afforded the corresponding bicyclic-bridged
ketone 70 in 93% vyield as the sole isomer (entry 9).

In summary, we have developed a mild and efficient
method to generate bicyclo[m.3.1]alkenones using phosphino
gold(l) catalysts. The attractive feature of this method resides
in ability to construct carbon bridged-medium rings of
various sizes as well as the installment of quaternary carbon
centers adjacent to the bridgehead ketone. Applications of
this method to the synthesis of hyperforin (2) and related
compounds are underway and will be reported in due course.
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