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Abstract—Studies on the viability of the type II nickel-catalyzed intramolecular [4+4] cycloaddition of bis-dienes show that it is influenced
by both diene substitution and geometry. Both E- and Z-isomers of 19 and 20 react, albeit at markedly different rates, to afford cycloadducts,
whereas only the Z-isomer of 9 (and not the E-isomer) reacts to give 8 and 25. Chemoselective elaboration of 8 to (£)-salsolene oxide (7) was
used to confirm the cycloadduct structure while establishing a step economical route to the natural product.

© 2006 Elsevier Ltd. All rights reserved.

1. Introduction

Step economy is a preeminent goal of organic synthesis.' It
influences the length, efficiency, cost, development time, ex-
ecution time, effort, separation science, and environmental
impact of a synthesis and therefore its capacity to effica-
ciously deliver a meaningful supply of target. Step economy
is in turn influenced by reaction selection and is generally fa-
vored by the use of reactions that allow the greatest increase
in target relevant complexity.> The ability to access more
complex targets with step economy is thus principally deter-
mined and limited by the lexicon of known organic reactions
(Fig. 1). The introduction of new reactions is thus a critical if
not unique requirement for extending the reach of contempo-
rary synthesis and thereby its impact on fundamental and ap-
plied aspects of chemistry, biology, medicine, materials, and
environmental sciences.

Prompted by the above considerations, we have focused ef-
fort on the design or discovery of novel or new reactions?
that provide fundamentally new ways of accessing ring sys-
tems commonly encountered in natural and designed poly-
cyclic targets. A special emphasis has been placed on
reactions that in the absence of catalysts are forbidden or dif-
ficult to achieve. Following the pioneering work of Reppe,*
Reed,”> Wilke,® and others,” we reported early on in this se-
ries the first examples of the intramolecular, metal-catalyzed

* Corresponding author. Tel.: +1 650 723 0208; fax: +1 650 725 0259;
e-mail: wenderp@leland.stanford.edu

0040-4020/$ - see front matter © 2006 Elsevier Ltd. All rights reserved.
doi:10.1016/j.tet.2006.02.085

[4+4] cycloaddition of bis-dienes.®” As a consequence of its
intramolecularity, this reaction allows for control over selec-
tivity and for the introduction of substituents that are not
possible with its intermolecular counterpart. This process
has been used to readily access the fused eight-membered
ring core of taxol (3)'? and of asteriscanolide (6: Scheme
1).!! The use of this cycloaddition to access bridged bicycles
containing an eight-membered ring as are found in various
natural products'? has in contrast received little attention.'?
We report herein an exploratory mechanistic study on the
utility of the type II intramolecular nickel(0)-catalyzed
[4+4] cycloaddition for the synthesis of bicyclo[5.3.1]unde-
cane derivatives, the influence of diene geometry and substi-
tution on the type II process, and the preliminary application

)
<4

2 i .

T : New reactions allow for

~ shorter syntheses

€

S l---

E

pm}

e

Target Complexity

(Ideal) (Practical)
Number of Steps

(Impractical)

Figure 1. The relationship of step economy to complexity and new reac-
tions.
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Scheme 1. Representative examples of type I metal-catalyzed [4+4] cycloadditions.
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Scheme 2. Connectivity analyses of salsolene oxide using a type II [4+4] cycloaddition.

of this type II process to the total synthesis of (£)-salsolene
oxide (7: Scheme 2).

2. Results and discussion

Salsolene oxide (7) is a tricyclic sesquiterpene reported by
Weyerstahl in 1991 as an isolate of the Himalayan plant
Artemisia salsoloides.'* Its synthesis has been reported by
Paquette and coworkers and entails an impressive 16-step
route in which (R)-(—)-carvone is cleaved to an acyclic
bromoester, which is then converted using a [2+2] cyclo-
addition to a bicyclo[3.1.1]heptanone. The bicyclo[5.3.1]un-
decenone core structure of the target is then derived through
a ring expansion of a four- to an eight-membered ring.'>

In considering a synthesis of salsolene oxide (7: Scheme 2),
one is confronted with the task of assembling its bi-
cyclo[5.3.1]undecane ring system, also found in taxanes
and other natural products,'? along with an uncommonly
encountered bridgehead epoxide. Connectivity analysis'®
suggests four general ways in which this ring system could
be assembled using a [4+4] cycloaddition strategy: connec-
tions of paired-bonds labeled a, b, ¢, or d (Scheme 2). The
two intermolecular options (c and d) are excluded on mech-
anistic grounds as they would require formation of a highly
strained bridgehead alkene. The intramolecular strategies
using a type II [4+4] cycloaddition (a and b) are not without
concerns as well as they too would lead to cycloadducts
with bridgehead alkenes, albeit ones which would be less
strained. If successful, however, route a would afford several
important synthetic advantages. It positions all of the

alkenes in the cycloadduct in exactly the locations needed
for accessing the target functionality, offering an advantage
over the other type II process (route b). Moreover, the three
alkenes in cycloadduct 8 would be expected to exhibit differ-
entiated reactivity. The more reactive bridgehead alkene
would be expected to undergo epoxidation with chemo-
and diastereoselectivity to provide the bridgehead epoxide
of the target allowing then for selective reduction of the ste-
rically less encumbered isopropenyl pi-system. In addition,
the required bis-diene precursor 9 could be assembled read-
ily from commercially available building blocks (Scheme 3).
Ten carbons would come from the monoterpene myrcene
(16), one from acetate, and four from methacrolein. The
simplicity and brevity of this plan are a direct and unique
consequence of the value of new strategy level reactions,??
in this case the type II [4+4] cycloaddition, as tools for
achieving step economical syntheses.

The synthesis of the tethered bis-dienes (9, 19, and 20:
Scheme 3) required for testing the viability of this type II
[4+4] process (route a: Scheme 2) began with the previously
reported Biichi—Sharpless oxidation of commercially avail-
able myrcene (16) to myrcenol.!” Conversion of the latter
to its acetate 17 (88%) followed by Ireland—Claisen re-
arrangement'® provided carboxylic acid 18 in 77% yield.
The second diene subunit was then introduced through
a two-step procedure involving condensation of the dianion
of 18 individually with methacrolein, acrolein, or methyl-
vinylketone, and subsequent decarboxylative dehydration of
each resulting hydroxy acid to afford bis-dienes 9 (E-isomer
only), 19 (E:Z=1:1), and 20 (E:Z=3:1) in comparable over-
all yields (40-50%). This strategy serves as an expedient and
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Scheme 3. Synthesis of the bis-diene precursors for type II [4+4] cycloadditions.

general route to the bis-dienes required for type II [4+4]
cycloadditions.

The viability of the key type II [4+4] cycloaddition was
explored using various catalysts, ligands, and solvents with
substrates 9, 19, and 20. An effective procedure involved
treatment of the bis-dienes 19 (E/Z=1:1) with Ni(COD),
(10 mol %) and P(O-o-biph); (30 mol %) in toluene at
85 °C, which provided cycloadducts 21 and 22 (4:1) in
67% yield (Scheme 4). For comparative purposes, reaction
of the 3-methyl substituted bis-dienes 20 (E:Z=1.4:1) was
conducted under similar conditions and gave the cyclo-
adduct 23 although in lower yield (36%). While unopti-
mized, these results offered encouragement for the
viability of the key cycloaddition involving bis-diene E-9.
Rather remarkably, however, when 2-methyl substituted
bis-diene E-9, the potential precursor to salsolene oxide,
was subjected to the above conditions, intramolecular cyclo-
addition did not occur. At extended reaction times, only
intermolecular [4+4] cycloadducts formed slowly. Changes
in solvent (THF and toluene), ligand (phosphines and phos-
phites), and metal-to-ligand ratios (from 1:1 to 1:3) did not
alter this outcome. While the effect of substitution on the
diene is of general mechanistic interest, the absence of
type II cycloadducts in the reaction of E-9 presented a sig-
nificant problem with respect to the specific application of
this reaction to the synthesis of salsolene oxide.

R? 1 2 1 2
R'" R R'" R
A\_R% Ni(COD),/ ///
P(0-0-biph); (1:3) +
toluene, 85 °C
N
9,19,20 R'=H, R’=H 67% (4:1) (21:22)

R'=Me, RZ=H 36%

(>10:1) (23:24)
R'=H, R2=Me 0%

Scheme 4. Initial results of the type II [4+4] cycloaddition.

In our previous studies on nickel-catalyzed [4+2] cyclo-
additions, we observed that E£- and Z-diene isomers reacted
at different rates,' suggesting a potential solution to the
above problem involving E-9. To address this point and to
establish a more detailed analysis of the time course of these
reactions, the cycloadditions of 19 and 20 were monitored by
gas chromatography. As observed in [4+2] cycloadditions,
the Z-isomers of 19 and 20 underwent [4+4] cycloaddition
more rapidly than the E-isomers, reacting readily even at
lower temperatures (60 °C). Typically, at 85°C in the

20 Me H 3:1

presence of Ni(COD), (25 mol%) and P(O-o0-biph);
(75 mol %) in toluene, Z-19 was consumed completely
within 25 min, during which time less than 20% of the
corresponding E-19 had reacted. Complete conversion of
the latter required 5-6 h. Similar results were obtained for
20; the Z-isomer was consumed in 2 h while the E-isomer
required excess of 12 h for complete conversion.

Guided by these encouraging results, a study of the behavior
of Z-9 was conducted. For this purpose, E-9 was photoequil-
ibrated (Rayonet reactor, 350 nm) in benzene in the presence
of benzophenone as a sensitizer (10 mol %) to provide
a 1.3:1 mixture of Z-9 and E-9 (80% yield) from which the
Z-isomer could be obtained by chromatographic purifica-
tion. In contrast to the behavior of E-9, when Z-9 was sub-
jected to typical reaction conditions cycloadducts 8 and 25
(7:3) were obtained in 80% yield (Scheme 5). In accord
with the above stereochemical effects, when mixtures of
Z-9 and E-9 were submitted to these reaction conditions,
the Z-isomer was completely consumed in 10 min at 80 °C
while the E-isomer remained unchanged. This striking
difference in reactivity allowed convenient recycling of the
unreactive isomer by photo-equilibration, thereby increasing
the overall throughput of this route to salsolene oxide.
Significantly, both processes, an in situ photo-equilibration
and the [4+4] cycloaddition, could be achieved in one

350 nm hv
7 benzophenone
benzene
80% (1.3:1)
A

E-9
=
Ni(COD),/P(O-o0-biph); (1:3) J/
toluene, 85 °C
A
9 E-isomer 0%
Z-isomer 80% (7 3)
1.3:1 (Z/E) ratio 35% (70% BORSM)?! (7:3)

350 nm hv
= benzophenone ///
Ni(COD),/P(O-o0-biph); (1:3)
benzene, 50-60 °C
X 34% (63% BORSM)?
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Scheme 5. Serial photoisomerization and [4+4] reaction of 9.
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operation. This unoptimized procedure allowed the more re-
active bis-diene isomer (Z-9) to be siphoned off through
a [4+4] cycloaddition. A direct synthesis of the Z-isomer
was not pursued as this photo-equilibration—cycloaddition
process served to address both the mechanistic and strategic
proof of concept goals of this initial study.

Chemoselective mono-epoxidation of triene 8 was achieved
with m-CPBA at —78 °C to —20 °C to provide the desired
epoxide 26 in 88% yield (Scheme 6). The presence of solid
sodium bicarbonate in this reaction serves to suppress an
acid-catalyzed rearrangement of the desired product. Fi-
nally, chemoselective hydrogenation of diene 26 was accom-
plished with Wilkinson’s catalyst, providing salsolene oxide
(7) in 95% yield.

m-CPBA Ha (1 atm)
NaHCO3/CH,C, RhCI(PPh3)3
-78 °C to -20 °C benzene
88% 95%

o
8 26 7

Scheme 6. Completion of the synthesis of (£)-salsolene oxide.

3. Conclusion

The type II [4+4] cycloaddition has been shown to be a pow-
erful tool in the synthesis of bicyclo[5.3.1]Jundecadienes, the
core of a number of important natural products. An initial
mechanistic study, examining the effects of substitution
and alkene geometry on the cycloaddition, showed that
both factors influence the reaction outcome. The most re-
markable illustration of this influence was with the E- and
Z-isomers of 9, the former being unreactive while the latter
reacting in high yield to provide bicyclo[5.3.1]undecadiene
cycloadducts 8 and 25. The use of a novel serial photoiso-
merization—cycloaddition process allowed the unreactive
E-isomer to be photoequilibrated with the reactive Z-isomer
and the latter to be siphoned off through a type II [4+4]
cycloaddition. Type II cycloadduct 8 was converted to
(£)-salsolene oxide (7) in two chemoselective steps. The
value of new complexity increasing reactions in achieving
step economical syntheses is suggested in part by the reduc-
tion in total step count (168 steps) made possible with this
novel type II [4+4] cycloaddition.'>

4. Experimental
4.1. Myrcenol

To a solution of myrcene (16, 35.6 g, 0.26 mol) in 250 mL
CH,Cl, was slowly added a mixture containing SeO,
(14.3 g, 0.13 mol), 60 mL of a 90% aqueous z-butylhydro-
peroxide solution and an additional 150 mL CH,Cl,. During
this period the reaction temperature was carefully controlled
not to exceed 10 °C. After an additional 4 h at 10 °C, the re-
action mixture was brought to room temperature and stirred
overnight. Benzene was added to the reaction mixture and
CH,Cl, was removed in vacuo. The remaining benzene solu-
tion was diluted with Et,O and washed twice with 10% aque-
ous NaOH and three times with a 10% aqueous NaHSO;
solution, followed by washing with brine and drying with

MgSO,. After removal of the combined organic solvents
in vacuo, the crude material was dissolved in methanol,
cooled to 0 °C, and treated with an excess NaBH, (5 g) in
small portions. After stirring overnight at room temperature
the reaction mixture was hydrolyzed with a saturated aque-
ous NH4CI solution. Extraction with Et,O, drying with
MgSQO,, filtration, and concentration in vacuo gave crude
myrcenol, which was purified via flash chromatography
(SiO,; hexane/ethyl acetate = 9:1 (v/v)). After purification
10.7 g (0.0703 mol, 25%) myrcenol was obtained as a color-
less oil.

Spectral data matched that of the known compound.'”?
4.2. Acetate 17

Myrcenol (8.8 g, 58 mmol) was dissolved in 50 mL dry pyr-
idine. Acetic anhydride (11.8 g, 112 mmol) and a catalytic
amount of DMAP (5.8 mmol) were added. The reaction
mixture was stirred at 0 °C overnight. Removal of the
solvent in vacuo, followed by flash chromatography (SiO,;
hexane/ethyl acetate =9:1 (v/v)) gave 9.9 g (51 mmol,
88%) of the acetate as a colorless oil.

'H NMR (300 MHz, CDCl;): 6.38 (dd, J=17.6, 11.0 Hz,
1H); 5.52-5.50 (m, 1H); 5.26 (d, J=17.6 Hz, 1H); 5.08 (d,
J=11.0 Hz, 1H); 5.04 (s, 1H); 5.00 (s, 1H); 4.47 (s, 2H);
2.27 (br s, 4H); 2.10 (s, 3H); 2.08 (s, 3H). '3*C NMR
(75 MHz, CDCl5): 6 170.9, 145.6, 138.7, 130.6, 129.1,
115.9, 113.1, 70.1, 30.8, 26.3, 21.0, 13.9. IR (thin film):
v 3089 (m); 2934 (m); 1741 (s); 1596 (m); 1458 (m); 1376
(m); 1232 (s); 1023 (s)cm™'. MS (70 eV): m/z (%) 159
(4); 135 (16); 119 (87); 93 (100); 92 (26); 91 (45); 79 (42).

4.3. Carboxylic acid 18

To a solution of diisopropylamine (3.5 g, 34.1 mmol) in
50 mL THF was added n-BuLi in hexane (14.2 mL of
a 2.5 M solution, 35.5 mmol) at 0 °C. After 20 min at 0 °C
the solution was cooled to —78 °C and a precooled solution
(=78 °C) of acetate 17 (4.73 g, 24.4 mmol) in 50 mL THF
was added slowly via cannula transfer. The reaction mixture
was stirred at —78 °C for 20 min followed by adding chloro-
trimethylsilane (3.7 g, 29 mmol, freshly distilled from CaH)
in one batch. The reaction mixture was brought to room tem-
perature and then refluxed for 5h. After cooling, 10 mL
methanol was added, followed by adding 1 g LiOH and
20 mL water. The resulting mixture was stirred overnight,
concentrated, diluted with water, and extracted with Et,O
(2x10 mL). The aqueous layer was acidified with 1 N HCI
and extracted several times with Et,0, followed by washing
with brine. The combined organic fractions were dried with
MgSO, and concentrated in vacuo. Purification of the crude
material by filtration through a plug of SiO, (hexane/ethyl
acetate = 1:1 as eluent) yielded 3.66 g (18.9 mmol, 77%)
carboxylic acid 18 as a colorless oil.

'H NMR (300 MHz, CDCl,): 6 6.36 (dd, J=17.6, 10.8 Hz,
1H); 5.20 (d, J=17.6 Hz, 1H); 5.05 (d, J=10.8 Hz, 1H);
5.00 (s, 1H); 4.99 (s, 1H); 4.84 (s, 1H); 4.81 (s, 1H); 2.62
(m, 1H); 2.42-2.45 (m, 2H); 2.14 (m, 2H); 1.70 (s, 3H);
1.60 (m, 2H). '3C NMR (75 MHz, CDCl,): 6 179.0, 146.0,
145.5, 138.8, 115.8, 113.1, 112.6, 43.3, 39.0, 31.4, 28.9,
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18.7. IR (thin film): » 3078 (s); 2932 (s); 1707 (s); 1644 (m);
1597 (m); 1440 (m); 1409 (m); 1293 (m) cm~!. HRMS:
calcd for C;,H 30, 194.1306, found 194.1308.

4.4. General preparation of bis-dienes

A solution of lithium diisopropylamine in THF was prepared
by adding n-BuLi (15.5 mL of a 2.4 M solution in hexane,
37.1 mmol) to diisopropylamine (3.75 g, 37.1 mmol) in
100 mL abs THF at 0 °C. To this freshly prepared solution
was added acid 18 (3.0 g, 15.4 mmol) in 50 mL THF. The
complete generation of the desired dianion was ensured by
warming the resulting mixture to 50 °C. After 1.5h the
reaction was cooled down to —78 °C and freshly distilled
methacrolein (1.8 g, 26 mmol, distilled over CaSO,4) was
added and the mixture stirred overnight. Water was added
to the reaction and the THF removed in vacuo. The crude
B-hydroxy acid was obtained after acidifying with 1 N
HCI, extracting with Et,O, drying the combined organic
layers with MgSO,, and washing with brine, followed by
filtration and removal of the organic solvent in vacuo.

The crude B-hydroxy acid was dissolved in 200 mL tolu-
ene and N,N-dimethyl-dineopentylketal-formamide (10 mL,
8.29 g, 36 mmol) and pyridine (0.5 mL) were added. The
reaction mixture was heated to 60 °C for 1 h while a slight
evolution of CO, was visible. When complete conversion
was reached (TLC) the solution was concentrated in vacuo
and acidified with 0.5 N HCIL. Extraction with Et,O, washing
with brine, drying with MgSQOy, filtration, and evaporation of
the combined fractions were followed by flash chromato-
graphy (SiO,, hexane) yielding bis-diene E-9 (1.3 g,
6 mmol, 40%).

4.4.1. Bis-diene E-9. "H NMR (300 MHz, CDCl5): 6 6.4 (dd,
J=17.6, 11.0Hz, 1H); 6.18 (d, J=15.7Hz, 1H); 5.57
(dd, J=15.7, 8.0 Hz, 1H); 5.22 (d, J=17.6 Hz, 1H); 5.06
(d, J=11.0 Hz, 1H); 5.02 (m, 2H); 4.92 (br s, 2H); 4.80 (br
s, 2H); 2.75 (m, 1H); 2.19 (m, 2H); 1.85 (s, 3H); 1.71 (s,
3H); 1.89-1.61 (m, 2H). '3C NMR (75 MHz, CDCl;):
0 147.5, 146.4, 142.0, 138.9, 133.0, 132.8, 115.7, 115.0,
113.2, 110.7, 50.3, 31.6, 29.2, 20.1, 18.7. IR (thin film):
v 3081 (m); 2969 (m); 2937 (s); 1786 (w); 1734 (w); 1644
(m); 1595 (m); 1452 (m); 1438 (m); 991 (m); 966
(8)cm~!. HRMS: caled for C;sH,, 202.1721, found
202.1719.

4.4.2. Bis-diene E-19 (isolated as a mixture of E- and
Z-isomers). '"H NMR (300 MHz, CDCl;): 6 6.27-6.42
(m, 2H); 6.08 (dd, J=15.0, 10.4 Hz, 1H); 5.65 (dd,
J=8.0, 15.0 Hz, 1H); 5.22 (d, J=17.6 Hz, 1H); 5.13 (d,
J=16.8 Hz, 1H); 5.05 (d, J=11.0 Hz, 1H); 5.00-5.02 (m,
3H); 4.79 (br s, 2H); 2.74 (q, J=7 Hz, 1H); 2.20 (m, 2H);
1.60-1.80 (m, 2H); 1.69 (s, 3H). ')C NMR (75 MHz,
CDCl,): 6 147.2, 146.3, 138.8, 137.2, 137.1, 131.1, 115.7,
115.5, 113.2, 110.9, 50.0, 31.2, 29.2, 20.0. IR (thin film):
v 3086 (w); 2925 (s); 2854 (m); 1797 (w); 1738 (w); 1643
(m); 1452 (m); 1375 (w); 1248 (w); 1003 (m)cm™.
HRMS: calcd for Cy4H,o 188.1565, found 188.1565.

4.4.3. Bis-diene Z-19 (isolated as a mixture of E- and
Z-isomers). 'H NMR (300 MHz, CDCl,): 6 6.67 (m, 1H);
6.35 (m, 1H); 6.09 (dd, J=11.0, 9.0 Hz, 1H); 5.34 (dd,

J=11.0, 11.0 Hz, 1H); 5.00-5.20 (m, 6H); 4.78 (br s, 2H);
3.18 (m, 1H); 2.10-2.30 (m, 2H); 1.60-1.80 (m, 2H); 1.72
(s, 3H). '3C NMR (75 MHz, CDCl5): 6 147.4, 146.2, 138.8,
134.8, 132.2, 129.8, 117.7, 115.7, 113.2, 110.3, 45.0, 32.1,
29.1, 20.4. See Section 4.4.2 for IR and HRMS data.

4.4.4. Bis-diene E-20 (isolated as a mixture of E- and
Z-isomers). 'H NMR (300 MHz, CDCl5): ¢ 6.38 (m, 2H);
5.40 (d, J/=9.6 Hz, 1H); 5.21 (d, J=17.6 Hz, 1H); 5.13 (d,
J=17.3 Hz, 1H); 5.06 (d, J=11.0 Hz, 1H); 5.00 (m, 3H);
4.70 (br s, 2H); 3.05 (m, 1H); 2.16 (m, 2H); 1.50-1.70 (m,
2H); 1.78 (d, J=1.2Hz, 3H); 1.79 (s, 3H). '3C NMR
(75 MHz, CDCls): 6 147.5, 146.3, 141.6, 138.9, 135.5,
134.5, 115.7, 113.2, 111.1, 110.3, 45.6, 32.2, 29.2, 20.3,
12.1. IR (thin film): » 3088 (m); 2979 (m); 2940 (s); 2863
(m); 1642 (m); 1595 (s); 1441 (m); 1373 (m)cm .
HRMS: calcd for C;sH,, 202.1721, found 202.1714.

4.4.5. Bis-diene Z-20 (isolated as a mixture of E- and
Z-isomers). '"H NMR (300 MHz, CDCl;): ¢ 6.82 (dd,
J=17.5, 10.8 Hz, 1H); 6.38 (m, 1H); 4.90-5.40 (m, 7H);
4.78 (br s, 2H); 3.15 (m, 1H); 2.16 (m, 2H); 1.50-1.70 (m,
2H); 1.87 (s, 3H); 1.71 (s, 3H). '3C NMR (75 MHz,
CDCls): 6 147.8, 141.5, 138.8, 133.8, 133.4, 132.8, 115.7,
114.0, 113.2, 110.1, 44.5, 32.4, 29.2, 20.3, 20.0. See Section
4.4.4 for IR and HRMS data.

4.5. Photochemical isomerization of bis-diene E-9

Bis-diene E-9 (200 mg, 1.0 mmol), benzophenone (18 mg,
0.1 mmol), and dodecane (200 mg, internal standard) were
dissolved in 200 mL benzene. The resulting solution was
purged with argon for 0.5 h followed by irradiation with
350 nm light (Rayonett photoreactor). The photochemical
induced E/Z-equilibration was followed by GC and stopped
when an E/Z-ratio of 1.3:1.0 was reached. Evaporation of the
solvent and filtration through a plug of SiO, (hexane) gave
80% of the bis-diene isomers E-9 and Z-9.

4.5.1. Bis-diene Z-9. 'H NMR (300 MHz, CDCl5): 6 6.37
(dd, J=17.6, 10.7 Hz, 1H); 5.94 (d, J=11.5 Hz, 1H); 5.34
(dd, J=11.5, 11.0 Hz, 1H); 5.21 (d, J=17.6 Hz, 1H); 5.05
(d, J/=10.7 Hz, 1H); 5.01 (br s, 1H); 4.99 (br s, 1H); 4.95
(br s, 1H); 4.88 (br s, 1H); 4.77 (br s, 2H); 3.32 (m, 1H);
2.2 (m, 2H); 1.89 (s, 3H); 1.73 (s, 3H); 1.6-1.9 (m, 2H).
13C NMR (75 MHz, CDCL;): ¢ 148.1, 146.4, 141.6, 138.9,
133.6, 131.4, 115.6, 115.4, 113.1, 110.4, 45.2, 32.8, 29.2,
23.3, 20.3. IR (thin film): » 3081 (m); 2939 (s); 1644 (m);
1595 (m); 1452 (m); 1373 (m) cm L.

4.6. General procedure for the [4+4] cycloaddition

To a 100 mL Schlenk flask were added bis-dienes E-9 and
Z-9 (1.3:1 ratio, 47 mg, 0.223 mmol), toluene (70 mL),
dodecane (47 mg, internal standard), and P(O-o0-biph);
(96.8 mg, 0.180 mmol) under an atmosphere of argon. The
flask was heated to 60 °C and Ni(COD), (0.8 mL of
a0.07 M stock solution) was added via syringe, and the flask
was sealed. The dodecane/bis-diene ratio was determined
and its conversion monitored by GC. After 4 h the conver-
sion of Z-bis-diene Z-9 was complete and the reaction was
stopped via cooling and exposure to air. Filtration of the tol-
uene solution through a plug of silica and elution with Et,O
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removed the nickel salts. Concentration in vacuo was either
followed by another cycle of irradiation—-Ni(0)-cyclization
or by flash chromatography (SiO,, hexane). An effective
separation of the stereoisomers 8 and 25 was achieved
with a long chromatographic column (typically 90 cmx
2.5 cm for a 100 mg sample). For mechanistic purposes
all trace bis-dienes and 1,3-diene containing side products
could be removed from the product mixture prior to flash
chromatography by treatment with tetracyanoethene, added
in excess at room temperature to a solution of the crude
product mixture in CH,Cl, followed by stirring for
several minutes. All 1,3-diene containing materials were
converted to highly polar products and were easily removed
from the nonpolar products 8 and 25 with flash chromato-

graphy.

4.6.1. Cyclooctadiene 8. '"H NMR (300 MHz, CDCl5):
0 5.24 (dd, J=8.3, 2.5 Hz, 1H); 5.11 (br s, 1H); 4.97 (d,
J=1Hz, 1H); 4.92 (br s, 1H); 3.06 (m, 1H); 2.93 (br s,
1H); 2.84 (dt, J/=13.0, 2.0 Hz, 1H); 2.4 (m, 1H); 2.25 (m,
1H); 2.11 (m, 1H); 1.77 (s, 3H); 1.73 (br s, 3H); 1.65-2.10
(m, 6H). '3C NMR (75 MHz, CDCls): ¢ 147.4, 142.6,
133.8, 130.5, 118.1, 111.6, 48.3, 41.2, 35.2, 31.8, 30.8,
30.3, 27.8, 25.1, 23.3. IR (thin film): » 2930 (s); 1642 (m);
1495 (m); 1444 (m); 1006 (m)cm~'. HRMS: calcd for
CisHy, 202.1721, found 202.1719. Anal. Calcd for
Ci5Hss: C, 89.04%; H, 10.96%. Found: C, 89.00%; H,
10.85%.

4.6.2. Cyclooctadiene 25. 'H NMR (300 MHz, CDCls):
0 5.26 (dd, J=8.4, 2.7 Hz, 1H); 5.02 (br s, 1H); 4.86 (d,
J=1.4Hz, 1H); 4.63 (s, 1H); 3.24 (m, 1H); 3.04 (m, 1H);
2.94 (br s, 1H); 2.42 (m, 1H); 1.95-2.22 (m, 4H); 1.69—
1.83 (m, 3H); 1.77 (s, 3H); 1.70 (t, J=1.9 Hz, 3H); 1.49
(ddd, J=24.8, 12.5, 49 Hz, 1H). 3C NMR (75 MHz,
CDCls): 6 147.2, 141.5, 134.0, 123.5, 118.6, 110.2, 49.8,
39.9,37.2,36.4,32.2, 31.5, 27.3, 24.6, 22.7. IR (thin film):
v 2964 (s); 2928 (s); 2875 (m); 2844 (m); 1642 (m); 1495
(w); 1439 (m); 1374 (w); 1058 (w); 1017 (w) cm™".

4.6.3. Cyclooctadiene 21. '"H NMR (300 MHz, CDCl5):
0 5.49 (m, 1H); 5.37 (d, J=11.3 Hz, 1H); 5.28 (m, 1H);
4.97 (br s, 1H); 4.95 (br s, 1H); 3.00 (br s, 1H); 2.85 (m,
2H); 2.47 (m, 1H); 2.27 (t, J=11.0 Hz, 1H); 2.16 (br s,
1H); 1.92-2.10 (m, 5H); 1.78 (s, 3H); 1.70 (m, 1H). '*C
NMR (75 MHz, CDCls): 6 146.8, 142.0, 136.7, 126.4,
118.1, 111.2, 47.0, 42.1, 34.6, 30.4, 29.9, 26.8, 25.7, 22.8.
IR (thin film): » 2934 (s); 1641 (m); 1456 (m); 1024
(m)cm~!. HRMS: caled for C;4sH,y 188.1565, found
188.1566.

4.6.4. Cyclooctadiene 22. 'H NMR (300 MHz, CDCl5):
0 5.48 (m, 1H); 5.27 (m, 2H); 4.86 (d, J/=1.3 Hz, 1H); 4.63
(s, 1H); 3.2 (dt, J/=7.0, 3.0 Hz, 1H); 2.92 (m, 1H); 2.47 (m,
1H); 1.70-2.30 (m, 7H); 1.77 (s, 3H); 1.51 (m, 1H). ’C
NMR (75 MHz, CDCls): 6 147.0, 141.5, 130.5, 127.1,
118.8, 110.2, 49.2, 41.2, 37.3, 36.2, 31.7, 27.4, 25.6, 22.8.
IR (thin film): » 3008 (m); 2932 (s); 2875 (s); 1643 (m);
1492 (m); 1440 (m); 1375 (m); 1038 (w); 999 (w)cm ™.
HRMS: calcd for C4H5 188.1565, found 188.1564.

4.6.5. Cyclooctadiene 23. '"H NMR (300 MHz, CDCls):
0 543 (m, 1H); 5.27 (dd, J=7.0, 3.0 Hz, 1H); 4.97 (d,

J=1.4 Hz, 1H); 4.96 (br s, 1H); 2.98 (dd, J=13.0, 1.7 Hz,
1H); 2.89 (m, 2H); 2.29-2.51 (m, 3H); 1.85-2.10 (m, 5H);
1.77 (s, 3H); 1.74 (s, 3H); 1.55 (m, 1H). '*C NMR
(75 MHz, CDCls): 6 147.4, 141.8, 139.5, 123.9, 118.5,
111.3, 45.4, 43.1, 34.3, 30.1, 29.6, 27.8, 26.6, 25.1, 22.7.
IR (thin film): » 3025 (m); 2964 (s); 2934 (s); 2887 (s);
1641 (m); 1497 (m); 1376 (m); 1184 (w); 1099 (w);
1023(m); 888 (m)cm~'. HRMS: caled for C;sH,,
202.1721, found 202.1729.

4.7. Photochemical and Ni(0)-catalyzed formation of
8 and 25

Isomerically pure £-9 (49 mg, 0.243 mmol) was dissolved in
70 mL benzene and dodecane (54 mg, internal standard),
benzophenone (14 mg, 0.073 mmol), and P(O-0-biph);
(98 mg, 0.183 mmol) were added. Argon was purged
through the resulting reaction mixture for 0.5 h. A stock
solution of Ni(COD), in benzene (0.9 mL, 0.07 M) was
added and the resulting reaction mixture was irradiated
(350 nm, Rayonett chamber) at 50-60 °C. The reaction
was monitored by GC. After 2.5 h, 54% of the initial E-9
was converted and at this point a 34% yield (63%
BORSM)?° of 8 and 25 (2.5:1 ratio) was obtained (GC).
A longer reaction time did not significantly increase the
observed yields.

4.7.1. Epoxide 26. Cyclooctadiene 8 (32 mg, 0.16 mmol)
was dissolved in CH,Cl, (20 mL) and NaHCOj; (34.4 mg,
0.41 mmol) was added. The reaction mixture was cooled
to —78°C, followed by addition of m-CPBA (33 mg,
0.19 mmol). During a period of 1-2 h the reaction was grad-
ually allowed to warm to —20 °C and the epoxide formation
was monitored by TLC. When a complete conversion was
reached 1 mL triethylamine was added. After stirring for
0.5 h, the reaction mixture was filtered through a plug of
SiO, (hexane/ethyl acetate). Concentration was followed
by flash chromatography (SiO,, hexane/ethyl acetate = 9:1
(v/v)) yielding epoxide 26 (31 mg, 0.14 mmol, 88%).

'H NMR (300 MHz, CDCl;): ¢ 5.16 (s, 1H); 5.01 (d,
J=1.0 Hz, 1H); 4.93 (s, 1H); 3.0 (br s, 1H); 2.83 (m, 1H);
2.75 (dd, J=6.8, 1.8 Hz, 1H); 1.87-2.21 (m, 7H); 1.85 (m,
1H); 1.78 (br s, 6H); 1.69 (ddd, J=14.3, 5.5, 3.4 Hz, 1H);
1.04 (m, 1H). '3C NMR (75 MHz, CDCl5): 6 145.5, 134.2,
130.2, 111.7, 64.2, 61.5, 46.1, 38.0, 32.3, 29.6, 27.4, 27.1,
26.5, 24.0, 22.7. IR (thin film): » 3018 (w); 2964 (s); 2938
(s); 2882 (m); 1640 (m); 1493 (m); 1447 (s); 1375 (m);
1239 (w); 1063 (w); 1003 (m)cm~'. HRMS: calcd for
C;sH,O 218.1670, found 218.1669. Anal. Calcd for
C5sH»0: C, 82.52%; H, 10.16%. Found: C, 82.83%; H,
10.48%.

4.7.2. Salsolene oxide 7. To a solution of epoxide 26 (24 mg,
0.11 mmol) in benzene (30 mL) was added [RhCI(PPhs3);]
(20 mg, 0.02 mmol). The reaction vessel was saturated
with hydrogen by several cycles of evaporation and flushing
with hydrogen. The product formation was monitored by
GC and filtered through a plug of ALOX III (Et,O). Flash
chromatography (SiO,, hexane/diethyl ether = 9:1 (v/v))
of the crude product gave (%)-salsolene oxide (23 mg,
0.10 mmol, 95%). The spectra are identical to the natural
product.'#



P. A. Wender et al. / Tetrahedron 62 (2006) 7505-7511 7511

Acknowledgements

This research was supported by the National Science Foun-
dation (CHE-040638). Fellowship support from Eli Lilly
and Company (M.P.C.) and the Alexander von Humboldt
Foundation (B.W.) are gratefully acknowledged. Mass
spectra were provided by the Mass Spectrometry Facility,
University of California, San Francisco supported by the
NIH Division of Research Resources.

References and notes

1. (a) Wender, P. A.; Bi, F. C.; Gamber, G. G.; Gosselin, E;
Hubbard, R. D.; Scanio, M. J. C.; Sun, R.; Williams, T. J.;
Zhang, L. Pure Appl. Chem. 2002, 74, 25-31; (b) Wender,
P. A.; Handy, S. T.; Wright, D. L. Chem. Ind. (London) 1997,
765-769; (c) Wender, P. A.; Miller, B. L. Organic Synthesis:
Theory and Applications; Hudlicky, T., Ed.; JAIL: Greenwich,
1993; Vol. 2, pp 27-66.

2. (a) For a compelling example of step economy through new
reactions, see: Wender, P. A.; Ternansky, R. J. Tetrahedron
Lett. 1985, 26, 2625-2628; (b) For discussions of complexity
and connectivity analyses, see: Barone, R.; Chanon, M.
Tetrahedron 2005, 61, 8916-8923; (c¢) Chanon, M.; Barone,
R.; Baralotto, C.; Julliard, M.; Hendrickson, J. B. Synthesis
1998, 1559-1583; (d) Bertz, S. H.; Sommer, T. J. Chem.
Commun. 1997, 2409-2410; (e) Ref. 1c.

3. (a) For the first metal-catalyzed intramolecular [4+2] reaction,
see: Wender, P. A.; Jenkins, T. E. J. Am. Chem. Soc. 1989, 111,
6432-6434; (b) For the first metal-catalyzed intramolecular
[542] reaction, see: Wender, P. A.; Takahashi, H.; Witulski,
B. J. Am. Chem. Soc. 1995, 117, 4720-4721; (c) For the first
metal-catalyzed intermolecular [5+2] reaction, see: Wender,
P. A.; Rieck, H.; Fuji, M. J. Am. Chem. Soc. 1998, 120,
10976-10977; (d) For the first [5+2+1] reaction, see: Wender,
P. A.; Gamber, G. G.; Hubbard, R. D.; Zhang, L. J. Am.
Chem. Soc. 2002, 124, 2876-2877; (e) For the first [5+2+1]
reaction using allenes, see: Wegner, H. A.; de Meijere, A.;
Wender, P. A. J. Am. Chem. Soc. 2005, 127, 6530-6531; (f)
For the first report of a diene-yne [4+2+1] and dienyl
Pauson—-Khand reaction, see: Wender, P. A.; Deschamps,
N. M.; Gamber, G. G. Angew. Chem., Int. Ed. 2003, 42,
1853-1857; (g) For the first intermolecular dienyl Pauson—
Khand reaction, see: Wender, P. A.; Deschamps, N. M.;
Williams, T. J. Angew. Chem., Int. Ed. 2004, 43, 3076-3079;
(h) For the first report of a diene—ene [2+2+1], see: Wender,
P. A.; Croatt, M. P.; Deschamps, N. M. J. Am. Chem. Soc.
2004, 126, 5948-5949; (i) For the first [5+1+2+1] reaction,

@)}

10.
11.
12.
13.
14.

15.

16.

17.

18.

19.

20.

see: Wender, P. A.; Gamber, G. G.; Hubbard, R. D.; Pham,
S. M.; Zhang, L. J. Am. Chem. Soc. 2005, 127, 2836-2837.

. Reppe, W.; Schlichting, O.; Klager, K.; Toepel, T. Justus

Liebigs Ann. Chem. 1948, 560, 1-92.

. Reed, H. W. B. J. Chem. Soc. 1954, 1931-1941.
. Wilke, G. Angew. Chem., Int. Ed. Engl. 1963, 2, 105-115.
. For reviews, see: (a) Jolly, P. W. Comprehensive Organo-

metallic Chemistry; Wilkinson, G., Stone, F. G. A., Abel,
E. W., Eds.; Pergamon: New York, NY, 1982; Vol. 8, pp 671—
711; (b) Keim, W.; Behr, A.; Roper, M. Comprehensive
Organometallic Chemistry; Wilkinson, G., Stone, F. G. A.,
Abel, E. W., Eds.; Pergamon: New York, NY, 1982; pp 371-
461; (c) Jolly, P. W.; Wilke, G. The Organic Chemistry of
Nickel; Academic: New York, NY, 1974; Vol. 1, pp 1-518;
(d) Jolly, P. W.; Wilke, G. The Organic Chemistry of Nickel,
Academic: New York, NY, 1975; Vol. 2, pp 1-416; (e)
Heimbach, P.; Jolly, P. W. Wilke, G. Advances in
Organometallic Chemistry; Stone, F. G. A., West, R., Eds.;
Academic: New York, NY, 1970; Vol. 8, pp 29-86.

. Wender, P. A.; Ihle, N. C. J. Am. Chem. Soc. 1986, 108, 4678—

4679.

. (a) Murakami, M.; Itami, K_; Ito, Y. Synlett 1999, 951-953; (b)

Lee, P. H.; Lee, K. Angew. Chem., Int. Ed. 2005, 44, 3253—
3256; (c) Takahashi, T.; Sun, W.-H.; Liu, Y.; Nakajima, K.;
Kotora, M. Organometallics 1998, 17, 3841-3843.

Wender, P. A.; Snapper, M. L. Tetrahedron Lett. 1987, 28,
2221-2224.

Wender, P. A.; Ihle, N. C.; Correia, C. R. D. J. Am. Chem. Soc.
1988, 110, 5904-5906.

Mehta, G.; Singh, V. Chem. Rev. 1999, 99, 881-930.

Wender, P. A.; Tebbe, M. J. Synthesis 1991, 12, 1089-1094.
Weyerstahl, P.; Marschall, H.; Wahlburg, H.-C.; Kaul, V. K.
Liebigs Ann. Chem. 1991, 1353-1355.

(a) Paquette, L. A.; Sun, L.-Q.; Watson, T. J. N.; Friedrich, D.;
Freeman, B. T. J. Am. Chem. Soc. 1997, 119, 2767-2768; (b)
Paquette, L. A.; Sun, L.-Q.; Watson, T. J. N.; Friedrich, D.;
Freeman, B. T. J. Org. Chem. 1997, 62, 8155-8161.

(a) Barberis, F.; Barone, R.; Arbelot, M.; Baldy, A.; Chanon, M.
J. Chem. Inf. Comput. Sci. 1995, 35, 467-471; (b) See Ref. 2a.
(a) Biichi, G.; Wiest, H. Helv. Chim. Acta 1967, 50, 2440-
2445; (b) Umbreit, M. A.; Sharpless, K. B. J. Am. Chem.
Soc. 1977, 99, 5526-5528.

For a review, see: Chai, Y.; Hong, S.; Lindsay, H. A
McFarland, C.; McIntosh, M. C. Tetrahedron 2002, 58,
2905-2928.

(a) Wender, P. A.; Smith, T. E. J. Org. Chem. 1995, 60, 2962—
2963; (b) Wender, P. A.; Smith, T. E. Tetrahedron 1998, 54,
1255-1275.

BORSM yield is based on recovered starting material.



	New reactions and step economy: the total synthesis of (plusmn)-salsolene oxide based on the type II transition metal-catalyzed intramolecular [4+4] cycloaddition
	Introduction
	Results and discussion
	Conclusion
	Experimental
	Myrcenol
	Acetate 17
	Carboxylic acid 18
	General preparation of bis-dienes
	Bis-diene E-9
	Bis-diene E-19 (isolated as a mixture of E- and Z-isomers)
	Bis-diene Z-19 (isolated as a mixture of E- and Z-isomers)
	Bis-diene E-20 (isolated as a mixture of E- and Z-isomers)
	Bis-diene Z-20 (isolated as a mixture of E- and Z-isomers)

	Photochemical isomerization of bis-diene E-9
	Bis-diene Z-9

	General procedure for the [4+4] cycloaddition
	Cyclooctadiene 8
	Cyclooctadiene 25
	Cyclooctadiene 21
	Cyclooctadiene 22
	Cyclooctadiene 23

	Photochemical and Ni(0)-catalyzed formation of 8nbspand 25
	Epoxide 26
	Salsolene oxide 7


	Acknowledgements
	References and notes


