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Efficient Synthesis of a Tricyclic BCD Analogue
of Ouabain: Lewis Acid Catalyzed Diels—Alder
Reactions of Sterically Hindered Systems**

Michael E. Jung* and Pablo Davidov

The naturally occurring cardenolide ouabain (1a) and its
aglycone ouabagenin (1b) are members of a class of highly
oxygenated cardiotonic steroids
(digitalis glycosides) used in the
treatment of congestive heart fail-
ure.l'l Quabain has been synthe-
sized starting from other natural
steroids,” however, no total syn-
thesis! has been reported to date
although an excellent synthetic
route has been described.!l We
have reported some preliminary
results on an approach to the
bicyclic CD ring system of ouabain in which we attempted
to use an anionic [1,3] sigmatropic shift of a 7-alkenylbicy-
clo[3.2.1]heptane-1,7-diol, which afforded products from an
unusual anion-accelerated retroene reaction.’) We report
here a completely different route that allowed us to prepare a
tricyclic BCD ring system analogue of ouabain in a very
efficient manner. In this route we have developed a novel
Diels—Alder reaction of sterically hindered enones and dienes
to afford heavily substituted cyclohexene systems extremely
easily.

Initially, we decided to investigate a possible Diels—Alder
approach for the synthesis of the CD ring system of ouabain.
Cycloaddition of a 1-(alkoxyvinyl)cyclohexene 2 with the
enone 3 followed by conversion of the ketone to an acetate by
a Baeyer—Villiger oxidation and final hydrolysis and reduc-
tion of the cyclic ketone would give the diol 4, which has the
required five contiguous asymmetric centers of the BCD ring
system of ouabain (Scheme 1). The anticipated difficulty of
carrying out a Diels—Alder reaction with a hindered dien-
ophile such as 3 made us first investigate a simpler model
system. All attempts at effecting the cycloaddition of 2-
trimethylsilyloxybutadiene (5) with the known dienophile 6

MeR

R'O R H 1) Diels- HO., H
. Mel KL Alder 0’
2) Baeyer-

Me Villiger OH
3) Hydrolysis
o 4) Reduction
2 3 4

Scheme 1. Diels—Alder approach to the diol 4, which contains the BCD
ring system of ouabain (1a).
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(see Scheme 2; prepared in one step from cyclohexane)!®
were unsuccessful; thermal conditions (toluene, 110°C)
returned the starting materials, and Lewis acid catalysis
(AICl, or TiCl,) resulted in decomposition of the diene.[’]
Even the highly reactive Danishefsky's diene (trans-1-me-
thoxy-3-trimethylsilyloxy-1,3-butadiene) did not give the
expected product with the enone 6, either at 23°C for seven
days or at 110°C for several hours, thus implicating the
unreactivity of the dienophile 6.

Since the trimethylsilyl enol ether did not withstand the
Lewis acidic conditions, we decided to study the more stable
diene 7 (see Scheme 2). We have shown that this diene is quite
useful in various cycloadditions.’] Again thermal conditions
(110°C/48 h) did not effect cycloaddition and starting materi-
als were returned. However, use of mixed Lewis acid systems
afforded a mixture containing the desired product in good
yield. Thus treatment of 7 and 6 in toluene with 50 mol % of a
10:1 AICI; and AlMe; mixture at 0°C for 2 h furnished a
1.2:1:0.3 mixture of the desired exo isomer 8x, the endo
isomer 8n, and an unknown impurity tentatively assigned
structure 9 in 73% yield (Scheme 2).'2 However, we

TBSO Me
+ AICl3/MezAl/0 °C/2h 73%
Me 8x:8n:9 1.2:1: 0.3
AlBr3/MesAl/0 °C/1h 86%
(o) 8x:8n:9 3:1: 05
7 6
Me

Me

TBSO TBSO Me

* @’ " Me\p
(T

8x 8n

MeOH 9 o
PPTs “’

+
25°C
90%; O ~Me

S|02

OTBS

10x 10n

Scheme 2. Reaction between the dienophile 6 and hindered diene 7 in the
presence of the mixed Lewis acid system 10:1 AICl;/AlMe,. TBS =tert-
butyldimethylsilyl, PPTs = pridinium p-toluenesulfonate.

found that AlBr; is much easier to work with!**l than AICl,
and was thus preferable as a catalyst. Use of 50 mol % of a
10:1 mixture of AlBri;/AlMe; in a toluene/dichloromethane
mixture at 0°C for 1 h afforded the same three products 8x,
8n, and 9 in 86 % yield in a 3:1:0.5 ratio. We propose that the
small amount of AlMe; eliminates any trace of HX in the
medium thereby extending the stability of the silyloxy diene.
The two diastereomeric products were inseparable by column
chromatography but conversion of the silyl enol ethers
proceeded in excellent yield under mildly acidic conditions!™!
to give the two diastereomeric ketones, 10x and 10n, which
were separable by simple column chromatography. The
structures of these ketones were assigned by NOE NMR

4300 © 2002 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim

experiments; the undesired minor isomer 10m was highly
crystalline and was characterized by X-ray crystal structure
analysis.['”) The last stereocenter was introduced by Li/NH;
reduction of the cyclic ketone 10x, which yielded the expected
equatorial alcohol and a 1:1 diastereomeric mixture of
secondary alcohols from the acetyl group (Scheme 3). The

Meme 1) LilNHs H, Mewe

H
Os 80%
o 2) TBSOTf TBSO o

96% [
H 3) Dess-Martin H
10x 86% 11

Scheme 3. Conversion of 10x to the silyl ether ketone 11 as a proposed
route to 12.

two alcohols were easily differentiated by selective protection
of the equatorial alcohol with a terz-butyldimethylsilyl (TBS)
group. The acetyl moiety was regenerated in quantitative
yield by exposure to the Dess—Martin periodinane to give the
silyl ether ketone 11. At this point we were ready to attempt
the second key step of the route, the Baeyer—Villiger
oxidation. Unfortunately, the acetyl moiety is so sterically
hindered that all attempts to effect this oxidation failed to
yield any of the desired product 12.'] This result seemed to
doom this attempt at the preparation of a tricyclic BCD ring
system analogue of ouabain by this route.

Thus, we decided to try to effect an inverse electron
demand in the key cycloaddition, namely the coupling of an
electron-poor diene with an electron-rich dienophile
(Scheme 4). The desired 2-acetyl-1,3-diene 14 was prepared

o)
I 1) 48% HBr AlBr3
2) tBuLi; Me j@ MesAl
OMe -78 °C
N e, N TBSO 5 min
Y Me 77%
13 59% 14

AcO K,CO
(TMSO), _ KeCO3
BF;OEt, “Sﬁé’n'?
OTBS 50% OTBS '

16 BH +17aH 10:1

1) Li/NH3 H o Me
otBs _ 8% _ HO OH
"2) KF/18-C-6
DMSO
A/36 h
83%

Scheme 4. Synthesm of the desired ketone 19 and its conversion to the diol
20, a BCD ring system analogue of ouabain (1a). 18-C-6 = [18]crown-6.
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from ethynylcyclohexene (13) in two steps (addition of HBr!'7!
and coupling of the derived organometallic compound with
the Weinreb amide).!'"8! This enone was then treated with the
TBS-protected enol ether 15 under the same conditions as
before—50 mol % of a 10:1 mixture of AlBr; and AlMe; in
toluene/dichloromethane at —78°C for 5 min—to afford a
10:1 diastereomeric mixture of the desired exo adduct 16 and
the endo adduct 17 in 77 % yield, which were easily separable
by chromatography, affording 16 in 72% yield. Baeyer—
Villiger oxidation of this mixture of enones was effected by
using bis(trimethylsilyl) peroxide and BF;-OEt, to furnish the
desired acetate 18 in 50% yield. This enol acetate was
hydrolyzed in quantitative yield under mildly basic conditions
to yield the desired ketone 19. The structure of this ketone
was assigned based on a strong NOE between the quaternary
methyl group and the equatorial proton a to the ketone group
(Scheme 4). Reduction of the ketone 19 with Li/NH; yielded
the desired equatorial alcohol in 85% yield. Finally depro-
tection of the TBS group required forcing conditions,"!
namely heating with KF in DMSO for 36 h, to cleanly remove
the protecting group and yield the desired diol 20 in 83 %
yield along with 15% of the recovered hydroxy silyl ether.
The structure of 20 was confirmed by a single-crystal X-ray
structure analysis (Figure 1).11°!

Figure 1. X-ray structure analysis of diol 20.

Finally, we have some preliminary results that indicate that
more functionalized silyl enol ethers can be used as ring D
precursors in this process (Scheme 5). A racemic mixture of
the silylfuran 21 was synthesized by using a modified version
of the procedure developed by Kim and Park.?% Treatment of
the diene 14 and the dienophile 21 with 0.5 equivalents of
AlBr; and 0.05 equivalents of AlMe; at —78°C for 5 min
furnished a 10:1 mixture of the exo adduct 22 and the endo
adduct 23 in 28 % yield. The structures were assigned based
on our previous results (for the exo/endo stereocenter) and
NOE experiments which displayed a through-space interac-
tion between the protons of the quaternary methyl group and
a proton from the furyl group, thus implying that the two
groups were syn to each other. Although this unoptimized
reaction provided low yields of the desired exo adduct 22, it
demonstrated the feasibility of this approach to obtain
advanced tricyclic adducts containing four correct contiguous
stereocenters plus a butenolide-equivalent moiety.
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Scheme 5. Synthesis of 22 and 23 by using the highly functionalized silyl
enol ether 21 as ring D precursor.

In summary, we have been able to prepare the diol 20, a
tricyclic BCD ring system analogue of the steroid ouabain 1a,
by an efficient route that highlights a new procedure for the
formation of hindered cyclohexyl systems through the use of a
mixed Lewis acid medium for effecting cycloadditions of
hindered systems bearing acid-sensitive functionalities. Fur-
ther studies on this reaction and the synthesis of ouabain 1a
are currently in progress.

Experimental Section

Diels—Alder adducts 8x and 8n: The enone 6 (1.5g, 12 mmol) was
dissolved in a solution of toluene (20 mL) and dichloromethane (7 mL),
and the mixture was cooled to —8°C. Trimethylaluminum (0.3 mL of a 2.0m
solution in toluene, 0.6 mmol) was slowly added to the solution, followed
after 15 min by aluminum bromide (6 mL of a 1.0m solution in dibromo-
methane, 6 mmol). The mixture was stirred 15 min and the silyl enol ether 7
(3.8 g, 16 mmol) in dichloromethane (5 mL) was slowly added to the
mixture. The reaction was warmed to 0°C over 1h and quenched with
pyridine (20 mL) and the mixture warmed to 23°C. The suspension was
filtered over a small pad of silica gel, and the solvent removed in vacuo. The
product was purified by column chromatography over silica gel (94:6
hexanes/ethyl acetate) to yield the desired compound (3.724 g, 10.3 mmol,
86 %) as a 3:1 mixture of the diastereomers 8x and 8n. The diastereomers
were inseparable by column chromatography. 8x: 'H NMR (500 MHz,
CDCly): 6 =2.92 (bd, 1H), 2.73 (bd, 1H), 2.19 (s, 3H), 1.99 (m, 1H), 1.55-
1.81 (m, 8H), 1.03-1.48 (m, 6H), 1.00 (s, 3H), 0.93 (s, 9H), 0.10 (s, 3H),
0.09 ppm (s, 3H); C NMR (125.75 MHz, CDCl;): 6 =214.8, 138.2, 113.3,
64.1, 44.2, 42.1, 40.0, 38.6, 31.5, 30.7, 30.1, 29.5, 25.9, 25.6, 22.6, 20.1, 18.2,
14.1, —3.8, —=3.9 ppm. 8n: '"H NMR (500 MHz, CDCl;): 6 =2.98 (bd, 1H),
2.12(s,3H), 1.55-1.81 (m, 8 H), 1.03-1.48 (m, 8 H), 0.95 (s, 9H), 0.90 (s, 3H),
0.13 (s, 3H), 0.11 ppm (s, 3H); C NMR (125.75 MHz, CDCl,): 6 =214.1,
140.0, 113.9, 63.8, 43.2, 41.2, 39.3, 38.8, 31.7, 30.9, 30.2, 29.3, 25.8, 25.7, 22.7,
20.0, 18.4, 14.3, —3.7, —4.0 ppm; IR of mixture (thin film on NaCl): #: 2955
(s), 2930 (s), 2857 (m), 1696 (s), 1471 (m), 1361 (m), 1251 (m), 1179 (m), 851
(), 777 cm™! (m); MS of mixture (m/z): 362.29 [M*], 319.26, 239.20, 182.12.
Diels—Alder adducts 16: The dienone 14 (0.793 g, 5.27 mmol) was dissolved
in a solution of toluene (7 mL) and dichloromethane (3.5 mL) and the
mixture was cooled to —78°C. Trimethylaluminum (0.125 mL of a 2.0M
solution in toluene, 0.25 mmol) was added as a chemical dessicant. Shortly
afterwards (5 min), aluminum bromide (2.5mL of a 1.0M solution in
dibromomethane, 2.5 mmol) was added dropwise followed immediately by
the silyl enol ether 15 (1.27 g, 6 mmol) neat. After 5 min the reaction was
quenched by adding pyridine (10 mL) at —78°C and warming the mixture
to 23°C. The suspension was filtered through a small pad of silica and the
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filtrate was concentrated in vacuo. 'H NMR spectroscopy of the crude
product reveals a 10:1 mixture of diastereomers 16 and 17 in favor of the
desired exo adduct. The residue was purifed by column chromatography on
silica gel (95:5 hexanes/ethyl acetate) to yield the desired isomer 16 (1.46 g,
4.03 mmol, 76.5% ). 'H NMR (500 MHz, CDCl;): 6 =2.77 (bd, 1H), 2.19 (s,
3H),2.12 (m, 1H), 2.05 (m, 2H), 1.89 (bd, 1 H), 1.72-1.85 (m, 4H), 1.65 (m,
3H), 1.40 (m, 2H), 1.23 (m, 2H), 1.15 (m, 1H), 0.92 (s, 3H), 0.86 (s, 9H),
0.11 (s, 3H), 0.10 ppm (s, 3H); *C NMR (125.75 MHz, CDCl;): 6 =205.8,
140.8, 129.8, 87.3, 46.1, 44.7, 38.6, 37.0, 33.4, 30.8, 29.9, 29.4, 270, 26.1, 25.9,
18.9, 18.3, 18.1, —2.3, —2.8; IR (thin film on NaCl): 5 =2953 (s), 2928 (s),
2855 (s), 1690 (s), 1471 (m), 1350 (m), 1251 (s), 1226 (m), 1124 (s), 1062 (s),
1005 (m), 833 (s), 770 cm™' (s); high-resolution MS (m/z) [M+H]*
362.2616, caled for C,,H3,0,Si 362.2641.
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