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A diastereoselective route to (þ)-bakkenolide A is presented from the readily available optically active
Wieland-Miescher ketone. This novel synthesis of this sesquiterpene lactone features the following as
key stereoselective transformations: (i) the ring contraction reaction of a octalone mediated by
thallium(III) nitrate (TTN); (ii) a hydrogenation to create the cis-fused junction; and (iii) the formation
of the C7 quaternary center through an enolate intermediate. Furthermore, during this work, the
absolute configuration of a trinorsesquiterpene isolated from Senecio Humillimus was assigned.

Introduction

Themost famousmember of the bakkanes class of natural
products is (þ)-bakkenolide A, (þ)-1 (Figure 1), which was
first isolated in the late 600s.1 This sesquiterpene lactone
displays cytotoxic activity against several cells lines, as well
as insect antifeedant activity.2 Several routes have been
developed for the synthesis of bakkanes,3 including for
bakkenolide A.4 Among them, the comprehensive work
of Greene and his group must be highlighted.5 However, in their 11-step route for (þ)-bakkenolide A,4d,h the C7

quaternary carbon was not formed diastereoselectively
and, eventually, (þ)-1 was obtained together with its C-7
epimer in a 3:1 mixture, respectively. Indeed, this is a key
issue in the synthesis of bakkanes and low diastereoselective

FIGURE 1. Bakkane skeleton and structure of (þ)-bakkenolide A.
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in the creation of the carbon that originates the spiro lactone
moiety can also be noted in racemic syntheses of bakkenolide
A.4c,f,g,k Another approach to obtain (þ)-1 was recently
developed by Kato and co-workers.4l,m In their 13-step
synthesis from 2-methyl-1,3-cyclohexanedione, the required
optically active intermediate was obtained in 22% yield and
in 95% of enantiomeric excess, through a kinetic resolution.
In this scenario, we herein described a new and diastereose-
lective route to (þ)-bakkenolide A.

We envisioned that (þ)-1 could be synthesized from the
keto-ester 2 byR-oxidation of the carbonyl group followed by
lactonization. The keto-ester 2 would be obtained from the
ketone 3 through the acylation of an enolate intermediate.
Finally, the ketone 3 would be obtained by the oxidative
rearrangement of the optically active octalone 4, followed by
diastereoselective hydrogenation and functional group trans-
formations. Thallium(III) and iodine(III) reagents could a
priori be used in such a rearrangement.6 There are no pre-
cedents for the ring contraction of octalones using I(III).
Regarding Tl(III), ring contraction product was obtained
using thallium(III) nitrate (TTN) in a mixture of trimethyl-
orthoformate (TMOF) and MeOH.7a On the other hand,
dehydrogenation is observedafter treatmentwith thallium(III)
acetate (TTA) in acetic acid.7b The oxidation of octalone 4

with thallium(III) has not been investigated in these papers.
The preparation of (þ)-4 has been described from the readily
availableWieland-Miescher ketone (þ)-5 (Scheme1). Several
protocols have been developed for the preparation of (þ)-5 in
optically pure form.8 Furthermore, ketone (þ)-5 and its
enantiomer are commercially available.

Results and Discussion

The starting Wieland-Mischer ketone (þ)-5 was obtained
in large amounts and in high enantiomeric excess frommethyl
vinyl ketone and 2-methylcyclohexane-1,3-dione through
Robinson annulation catalyzed by 5 mol % of S-proline.8a,b

The octalone (þ)-4 was prepared from (þ)-5, as described by
Paquette and co-workers,9 although their route was modified
in some steps (Scheme 2). The main alteration was the use of
the iodine(III) reagent PhI(OCOCF3)2 (PIFA) instead of
TTN to perform the deprotection of the thioketal group of
8.10Additionally, the reductionof themesylatewas performed
with LiAlH4 in the place of Super-Hydride (LiBHEt3). Other
small modifications are described in the Supporting Informa-
tion. Racemic 4 was also prepared for testing the key ring
contraction step. Twodifferent routes were used.11 The proto-
col of Zoretic and co-workers gave (()-4 in two steps,
although the product was obtained together with its epimer
in 9:1 ratio.11a An adaptation of routes described in the
literature11b,c gave (()-4 as a single diastereomer, but in
several steps (see the Supporting Information).

With the octalone 4 in hand, we start to investigate the
rearrangement step using iodine(III) or thallium(III). The
expected products of this ring contraction (9/10) bear a
double bond and, consequently, are also prone to react with
electrophilic species, such as thallium(III) and iodine(III).
This constitutes one of the challenges of this transformation.
Several conditions were tested with (þ)- and/or (()-4 andwe
summarize the main results in the following paragraphs.
The reaction of 4 with iodine(III) was tested with [hydroxy-
(tosyloxy)iodo]benzene (HTIB) (Koser’s reagent), with dia-
cetoxyiodobenzene (DIB), and with PIFA (Table 1). A mix-
ture of several compounds was obtained under all conditions,
except in the cases shown in entries 1 and 7, where no reaction
was observed. The best yield (40%) for the ring contraction
products (9/10) was obtained by using DIB in TMOF:MeOH

SCHEME 1. Ring Contraction Route for (þ)-Bakkenolide A SCHEME 2. Preparation of the Octalone (þ)-4
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(7:3), in the presence of HNO3, with a total volume of solvent
of 20 mL for each mmol of substrate (entry 8).

The reaction of 4 with thallium(III) was also studied.
On the basis of previous work7 and on our experience,6b-d

we focus the attempts on TTN. By using the conditions
described by Mincione et al.,7a the desired hydrindene 9 was
obtained in 48% yield (Table 2, entry 1). Several other
conditions were then tried with use of TTN, but the yield
of 9 did not improved (entries 2-5).12 By increasing the
amount of solvent from 7 mL/1 mmol to 10 mL and the
proportion of TMOF to MeOH, the racemic product 9 was
isolated in 51% yield (entry 6). Reduction on reaction time
was achieved by increasing the temperature, without signifi-
cantly altering the yield (entries 6 and 7). Finally, the effect
of dilution was investigated for (()-4 (entries 7-9). A
more diluted condition could favor the intramolecular

rearrangement toward other intermolecular oxidations and,
thus, increase the yield of 9. Indeed, by using 20 mL of solvent
for each mmol of substrate, the ring contraction product 9 was
isolated in 59% yield (entry 8), whereas in 10 mL the yield was
52% (entry 7). Increasing the amount further to 40 mL did
not lead to a better result (entry 9). Then, the condition with
20mL/1mmol was applied to (þ)-4, giving an analogous yield,
as expected (entry 10).

The ring contraction mediated by thallium(III) led to 9, as
a single diastereomer. The relative configuration ofC7 in this
compound was assessed by means of 2D COSY, 2D HET-
COR and 2D NOESY. Figure 2 shows the most important
NOE cross-peaks.

The suggested mechanism can explain the observed diaster-
eoselectivity.13 The first step would be the attack of Tl(III) to
the enol ether 11 giving the thallonium ion 12. The trans-diaxial
ring-opening of this onium ion by the methanol led to the
organothallium intermediate 13. The exit of thallium(I) would
occur by the intramolecular attack of the methoxyl oxygen,
giving the oxonium-like ion 14, on which the rearrangement
would take place delivering the ring contraction product 9

(Scheme 3). The ring contraction mediated by iodine(III)
would occur by an analogous mechanism. However, the acidic
medium would promote the epimerization and a mixture of
diastereomers was isolated (Table 1).

The ring contraction step was tested by using enol ether 16
as the substrate, which was prepared from (þ)-(S,S)-4.14

TABLE 1. Oxidation of Octalone 4 with Iodine(III)

entry conditions

product

(isolated yield)

1 HTIB, MeCN, rt, 24 ha no reaction

2 HTIB, TMOF, 0 �C, 1 mina 9/10 (GC: 6%)

3 DIB, TMOF, 10% HClO4, rt, 20 hb 9/10 (10%)

4 PIFA, TMOF, 10% HClO4, rt, 30 minc 9/10 (GC: 8%)

5 DIB, TMOF, p-TsOH, rt, 1 mind complex mixture

6 DIB, TMOF, p-TsOH, 0 �C to rt, 2 hd 9/10 (28%)

7 DIB, TMOF:MeOH (7:3), rt, 4 daysc,e no reaction

8 DIB, TMOF:MeOH (7:3), HNO3, rt, 17.5 hd,e 9/10 (40%)

9 DIB, TMOF:MeOH (7:3), p-TsOH, rt, 1 hd,e 9/10 (36%)
a1 equiv of HTIB. b1.2 equiv ofDIB. c2 equiv of I(III) reagent. d2 equiv

of DIB and 1 equiv of acid. eTotal volume of solvent: 20 mL/1 mmol,
whereas in other conditions 7 mL/1 mmol was used.

TABLE 2. Oxidation of Octalone 4 with 1.1 equiv of TTN

entry conditions

product

(isolated yield)

1 TMOF:MeOH (4:3), 0 �C, 30 min (þ)-9 (48%)a

2 TMOF, 0 �C, 15 min (þ)-9 (36-40%)b

3 MeCN:MeOH:TMOF (1:1:1), rt, 10 min (þ)-9 (38%)b

4 TMOF:TFEc (1:1), 0 �C, 5 min (()-9 (15%)b

5 TMOF:MeOH (4:3), 0 �C, 15 min 7 mL/1 mmol (þ)-9 (36-38%)

6 TMOF:MeOH (7:3), 0 �C, 15 min 10 mL/1 mmol (()-9 (51%)

7 TMOF:MeOH (7:3), rt, 5 min 10 mL/1 mmol (()-9 (52%)

8 TMOF:MeOH (7:3), rt, 10 min 20 mL/1 mmol (()-9 (59%)

9 TMOF:MeOH (7:3), rt, 30 min 40 mL/1 mmol (()-9 (58%)

10 TMOF:MeOH (7:3), rt, 10 min 20 mL/1 mmol (þ)-9 (59%)
aTotal volume of solvent: 12 mL/1 mmol; 1.2 equiv of TTN. bTotal

volume of solvent: 7 mL/1 mmol. cTFE: 2,2,2-trifluoroethanol.

FIGURE 2. NOE cross-peaks of ring contraction product 9.

SCHEME 3. Mechanism for the Ring Contraction of Octalones

(12) No reaction was observed with the following conditions: MeOH:
THF (2:1), H2O cat., rt, 4 h; MeCN, rt, 3 h; MeCN:MeOH (1:1), rt, 1 h;
CH2Cl2, rt. EmployingHClO4 as solvent, a complexmixture of products was
formed.
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(c) Ferraz, H.M. C.; Silva, L. F., Jr. J. Org. Chem. 1998, 63, 1716. (d) Ferraz,
H. M. C.; Silva, L. F., Jr. J. Braz. Chem. Soc. 2001, 12, 548.
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When 16 was treated with TTN, the hydrindene (þ)-9 was
isolated as theminor component. Themajor product was the
dienone (þ)-(S,S)-17 (Scheme 4). The dienone 17 is a trinor-
sesquiterpene that was isolated from Senecio Humillimus, as
the levorotatory enantiomer [R]24D -12.4 (c 1.0, CHCl3).

15

On the basis of the absolute configuration of related natural
products and on biosynthetic considerations, Bohlmann
suggested the absolute configuration of 17 as (S,S).15 How-
ever, in conclusion, on the basis of our results the absolute
configuration of (-)-17 is (R,R).

The oxidation of other octalones, namely 18 and 21, was
also investigated with iodine(III) and thallium(III) under
several conditions. Representative results are herein discussed.
The reaction of enone 18 with DIB led to the ring contraction
products 19 and 20 as a 2.3:1 mixture, respectively, in 22%
yield (Table 3, entry 1). Under similar conditions, the octalone
21 gave 22 and23, togetherwithother unidentified compounds
in a total yield of 27% (entry 2). The conditions optimized by
us for the thallium(III)-mediated ring contraction of 4 (entry 8,

Table 2) are better than those reported by Mincione et al.7a

(entry 1, Table 2). On the other hand, for the octalones 18 and
21, the protocol ofMincione is more efficient (compare entries
3 and 5, and 4 and 6 of Table 3).

After a detailed study of the ring contraction step, the total
synthesis was continued. The unsaturated ester 9 was hydro-
genated giving the required cis-hydrindane (þ)-24. The for-
mation of the corresponding compound with a trans junction
was not observed in the crude product. The chemical shift of
themethyl groupatC3a canbe used to assign the ring junction
as cis or trans in hydrindanes, as 24. For the trans diaster-
eomer, the chemical shift would be around 0.7 ppm, whereas
for the corresponding cis it would be at ca. 1.0 ppm.13c,d The
high selectivity can be explained by the delivery of the hydro-
gen to the less hindered convex face, where the CO2Me group
may have an influence. The ester 24 was then hydrolyzed and
the carboxylic acid treated with MeLi,16 leading to the
corresponding ketone 3, in 86% yield from 9 (Scheme 5).
The basic conditions led to a partial epimerization of C7,
which is not important at this stage, because the next step
would involve the formation of the enolate of the ketone 3.

Exposing the cis-hydrindane 3 to HMDS and TMSI led to
the thermodynamic enol ether 25, which was treated with
MeLi delivering the enolate 26. This enolate reacted with
CNCO2Meonly by the convex face giving the keto-ester 2, as
a single diastereomer (Scheme 6).4j,17

After the diastereoselective creation of the C7 quaternary
center, the formation of the spiro lactone moiety would be
required to accomplish the total synthesis of 1. Amongmany
options, we decided to perform the R-oxidation of (þ)-2
using hypervalent iodine.18 Indeed, treatment of 2 with DIB
gave the R-hydroxyketone 27.18c Subsequent TFA-catalyzed
lactonization furnished the keto-lactone 28, in 61% yield

SCHEME 4. Synthesis of the Trinorsesquiterpene 17

TABLE 3. Oxidation of Octalones 18 and 21 with I(III) or with Tl(III)

a2 equiv of DIB and 1 equiv of p-TsOH. b1.2 equiv of Tl(NO3)3 3
3H2O. c1.1 equiv of Tl(NO3)3 3 3H2O.

SCHEME 5. Synthesis of the cis-Hydrindane 3

SCHEME 6. Creation of the C7 Quaternary Center

(15) Bohlmann,F.;Kramp,W.;Robinson,H.;King,R.M.Phytochemistry
1981, 20, 1739.

(16) Adcock, W.; Abeywickrema, A. N. J. Org. Chem. 1982, 47, 2951.
(17) (a) Mori, K.; Matsushima, Y. Synthesis 1995, 845. (b) Ferraz,

H. M. C.; Vieira, T. O.; Silva, L. F., Jr. Synthesis 2006, 2748.
(18) (a) Moriarty, R. M.; Prakash, O. Org. React. 1999, 54, 273.

(b) Moriarty, R.M. J.Org. Chem. 2005, 70, 2893. (c)Moriarty, R.M.; Berglund,
B. A.; Penmasta, R. Tetrahedron Lett. 1992, 33, 6065. (d) See also, ref 6e.
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from 2.19 Finally, Wittig olefination of 28 led to (þ)-bakke-
nolide A (þ)-(1), in 62% yield (Scheme 7). The analytical
data of our sample of 1 are equivalent to those previously
reported.4i,20

Conclusion

In summary, a novel total synthesis of (þ)-bakkenolide A
(þ)-1was accomplished in 15 steps and in 6% yield from the
readily available Wieland-Miescher ketone (þ)-(5), which
can be prepared in large amounts by an organocatalytic reac-
tion. This stereoselective synthesis features the following as key
steps: (i) the ring contraction reaction of the octalone 4; (ii) a
stereoselective hydrogenation to create the required cis-fused
junction; and (iii) the diastereoselective formation of the C7
quaternary center through the enolate 26. Moreover, the abso-
lute configuration of the trinorsesquiterpene (-)-17, which was
isolated from Senecio Humillimus, was assigned as (R,R).

Experimental Section

(2R,7S,7aR)-Methyl 1,2,4,5,6,7,7a-Heptahydro-7,7a-dimethyl-

2H-indene-2-carboxylate, (þ)-9.Toastirred solutionofTl(NO3)3 3
3H2O (0.488 g, 1.1 mmol) in TMOF (6mL) and inMeOH (6mL),
stirred for 10min,was added theoctalone (þ)-4 (0.179 g, 1.0mmol)
in TMOF (8 mL) at rt. After 2 min an abundant precipitation was
observed and the reaction mixture was stirred for 10 min at rt. The
resulting suspensionwas filtered througha silica gel pad (ca. 10 cm),
using CH2Cl2 (100 mL) as eluent. The filtrate was washed with a
saturated solution of NaHCO3 (30 mL) and brine (30 mL) and
dried over anhydMgSO4. The solvent was removed under reduced
pressure. The crude product was purified by flash chromatography
(hexanes:Et2O, 9:1as eluent) immediately after concentrationof the
solvent, to give (þ)-9 (59%, 0.123 g, 0.591 mmol) as a light yellow
oil.Rf0.70 (10%AcOEt/hexanes); IR (film) 2956, 2931, 2859, 1740,
1436, 1201, 1172 cm-1; 1HNMR(300MHz,CDCl3) δ 0.85 (3H, d,
J= 6.6 Hz), 0.91 (3H, s), 1.19-1.48 (4H, m), 1.71-1.79 (1H, m),
1.87 (1H, dd, J= 12.8 and 9.0 Hz), 1.90-2.09 (1H, m), 2.04 (1H,
dd, J= 12.8 and 8.1 Hz), 2.26-2.33 (1H, m), 3.54 (1H, ddt, J=
8.67, 4.01, and 1.78 Hz), 3.69 (3H, s), 5.17 (t, J = 1.9, 1H); 13C
NMR (75 MHz, CDCl3) δ 16.5, 16.9, 25.8, 26.7, 30.3, 42.9,
44.0, 47.5, 49.6, 51.7, 117.0, 153.7, 176.1; LRMS m/z (%) 208
(Mþ•, 19), 149 (100), 148 (51), 133 (29), 93 (66), 91 (40);HRMSm/z
C13H20O2 (MþH)þ calcd 209.1536, found 209.1535; [R]25Dþ56.2
(c 1.0, CHCl3).

(2S,3aR,4S,7aR)-MethylOctahydro-3a,4-dimethyl-1H-indene-
2-carboxylate, (þ)-24.An autoclave charged with (þ)-9 (0.175 g,
0.841 mmol), 10% (w/w) Pd/C (0.009 g, 5% w/w), and anhyd
MeOH (2.7 mL) was purged 3 times with H2. The autoclave was
charged with 2.5 atm of H2. The reaction mixture was stirred for

3.5 h, when the mixture was filtered with Et2O (30 mL) as eluent.
The organic phasewas dried over anhydMgSO4. The solventwas
removed under reduced pressure to give (þ)-24 (0.166 g) as a
colorless oil, whichwas used in the next step without purification.
Rf 0.70 (10% AcOEt/hexanes); IR (film) 2958, 2927, 2865, 1737,
1199, 1172 cm-1; 1HNMR (500MHz,CDCl3) δ 0.79 (3H, d, J=
7.0 Hz), 0.88 (3H, s), 1.06-1.16 (1H, m), 1.37-1.60 (7H, m),
1.67-1.73 (1H, m), 1.79-1.85 (1H, m), 2.05-2.13 (2H, m), 2.85
(1H, dddd, J=5.3, 8.8, 9.5, and 11.4Hz), 3.67 (3H, s); 13CNMR
(125 MHz, CDCl3) δ 16.4, 19.9, 21.1, 24.2, 30.7, 32.8, 33.7, 40.6,
41.6, 43.0, 47.3, 51.6, 177.7; LRMSm/z (%) 210 (Mþ•, 11%), 178
(59), 151 (48), 109 (45), 95 (65), 81 (100), 41 (62); HRMS m/z
C13H22O2 (M þ H)þ calcd 211.1693, found 211.1689; [R]25D
þ25.9 (c 0.85, CHCl3).

1-((3aR,4S,7aR)-Octahydro-3a,4-dimethyl-1H-inden-2-yl)-
ethanone, 3. To a stirred solution of the ester (þ)-24 (0.166 g) in
MeOH (1.6 mL) was added dropwise a 10% aqueous solution
of KOH (1.6 mL). The mixture was stirred for 5 h at rt and
the reaction was quenched with a 10% aqueous solution of HCl
(until pH <3). H2O (20 mL) was added. The organic layer was
extracted with EtOAc (3 � 25 mL), washed with brine (20 mL),
and dried over anhyd MgSO4. The solvent was removed under
reduced pressure. The carboxylic acid was obtained as a colorless
oil (0.155 g) and was used in the next step without purification.
(2S,3aR,4S,7aR)-octahydro-3a,4-dimethyl-1H-indene-2-carboxylic
acid: IR (film) 2957, 2920, 2855, 1696 cm-1; 1H NMR (300 MHz,
CDCl3) δ 0.78 (3H, d, J=6.9Hz), 0.89 (3H, s), 1.03-1.28 (2H,m),
1.37-1.60 (7H, m), 1.67-1.76 (1H, m), 1.81-1.90 (1H, m), 2.05-
2.19 (2H, m), 2.90 (1H, dddd, J = 5.2, 8.9, 9.5, and 11.5 Hz);
13C NMR (75 MHz, CDCl3) δ 16.4, 19.9, 21.1, 24.2, 30.7, 32.6,
33.7, 40.6, 41.5, 43.1, 47.3, 182.7; LRMSm/z (%) 196 (Mþ•, 14%),
178 (29), 151 (30), 109 (37), 95 (64), 81 (100);HRMSm/zC12H20O2

(M þ Na)þ calcd 219.1356, found 219.1358; [R]25D þ18.7 (c 0.42,
CHCl3).

To a stirred solution of the carboxylic acid (0.155 g) in anhyd
Et2O (4 mL) was added dropwise MeLi (0.60 mL, 3 M in
diethoxymethane, 1.8 mmol) at 0 �C under inert atmosphere.
The mixture was refluxed for 2.5 h and cooled to 0 �C. H2O
(6 mL) was added. After stirring for 10 min, the organic layer
was extracted with Et2O (3 � 25 mL) and dried over anhyd
MgSO4. The solvent was concentrated by reduced pressure. The
crude product was purified by flash chromatography (hexanes:
Et2O, 9:1 as eluent), giving 3 (86%, 0.140 g, 0.722mmol) as a 7:1
mixture of diastereomers, as a colorless oil. Rf 0.50 (10% Et2O/
hexanes); IR (film) 2958, 2925, 2873, 1711, 1462, 1358, 1174 cm-1;
1HNMR (300MHz, CDCl3) δ (major diastereomer) 0.77 (3H, d,
J=6.6Hz), 0.89 (3H, s), 1.00-1.14 (1H, m), 1.24-1.58 (7H, m),
1.69-1.81 (2H, m), 1.97-2.11 (2H, m), 2.15 (3H, s), 2.89-3.06
(1H,m), (minor diastereomer) 0.80 (3H, d, J=6.6Hz), 2.14 (3H,
s); 13CNMR(75MHz,CDCl3) δ (major diastereomer) 16.4, 19.9,
21.1, 24.3, 28.9, 30.7, 31.5, 33.5, 39.9, 43.0, 47.3, 49.5, 211.1,
(minor diastereomer) 16.7, 19.0, 20.9, 23.9, 28.7, 29.6, 30.4, 32.6,
41.4, 44.3, 45.7, 48.2, 211.1; LRMSm/z (%) (major diastereomer)
194 (Mþ•, 0.3%), 176 (3), 109 (8), 95 (7), 81 (10), 67 (8), 55 (9),
43 (100), (minor diastereomer) 194 (Mþ•, 2%), 124 (23), 109 (34),
95 (19), 81 (22), 71 (17), 67 (15), 55 (14), 43 (100); HRMS m/z
C13H22O (M þ H)þ calcd 195.1743, found 195.1741.

(2R,3aR,4S,7aR)-Methyl 2-Acetyloctahydro-3a,4-dimethyl-

1H-indene-2-carboxylate, (þ)-2.Toa solutionof ketone 3 (0.089 g,
0.46 mmol) in CH2Cl2 (4.5 mL) was added HMDS (292 μL,
0.222 mg, 1.38 mmol) and TMSI (131 μL, 0.184 g, 0.92 mmol)
at -40 �C under inert atmosphere. The light yellow solution
was stirred for 10 min at -40 �C and for 30 min at 0 �C. The
reactionmixture was poured into a mixture of pentane (25 mL)
and a saturated solution of NaHCO3 (10 mL). The organic
phase was separated and the aqueous phase was extracted with
pentane (2 � 10 mL). The combined organic phase was dried
over anhyd Na2SO4 and the solvent was concentrated by

SCHEME 7. Formation of the Spiro Lactone Moiety
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reduced pressure. The residue was filtered through a small
column of silica gel (pentane as eluent) to furnish silyl-enol
ether, after evaporation of pentane. The intermediate was
dissolved in THF (4.5 mL) under inert atmosphere of N2.
MeLi (0.460 mL, 3 M in diethoxymethane, 1.38 mmol) was
added dropwise at -40 �C. After being stirred for 10 min at
-40 �C and for 10 min at 0 �C, methylcyanoformate (120 μL,
128 mg, 1.51 mmol) was added dropwise. The reaction mixture
was stirred for 15 min at -40 �C and for 45 min at 0 �C. The
reaction was quenched with H2O (10 mL) and extracted with
Et2O (25 þ 2 � 13 mL). The combined organic layer was
washed with a saturated aqueous solution of NaHCO3 (6 mL)
then brine (6 mL), and dried over anhydNa2SO4. After solvent
evaporation, the crude product was purified by flash chromato-
graphy (hexanes:Et2O, 9:1 as eluent) to afford (þ)-2 (64%,0.074g,
0.29 mmol) as a colorless oil. Rf 0.55 (10% Et2O/hexanes); IR
(film) 2958, 2927, 1745, 1715, 1251, 1235, 1152 cm-1; 1H NMR
(500 MHz, CDCl3) δ 0.77 (3 H, d, J = 6.5 Hz), 0.91 (3H, s),
1.02-1.10 (1H, m), 1.15-1.21 (1H, m), 1.32-1.37 (1H, m),
1.42-1.46 (2H, m), 1.53-1.56 (2H, m), 1.75 (1H, d, J = 14.0
Hz), 1.87-1.93 (1H,m), 2.11-2.16 (1H,m), 2.13 (3H, s), 2.30 (1H,
t, J=13.3Hz), 2.52 (1H, d, J=14.0Hz), 3.72 (3H, s); 13CNMR
(125 MHz, CDCl3) δ 16.3, 19.4, 20.9, 23.5, 26.5, 30.5, 32.9,
35.3, 43.5, 44.0, 46.2, 52.6, 64.4, 174.6, 203.7; LRMS m/z (%)
252 (Mþ•, 0.55%), 210 (75), 192 (9), 129 (26), 109 (35), 100 (20),
43 (100); HRMSm/zC15H24O3 (MþNa)þ calcd 275.1618, found
275.1628; [R]25D þ60.8 (c 1.0, CHCl3).

(20R,3a0R,40S,7a0R)-3a0,40-Dimethyloctahydro-2H-spiro[furan-
3,20-indene]-2,4(5H)-dione, (þ)-28. A solution of (þ)-2 (0.052 g,
0.21mmol) in anhydmethanol (1.6mL)was addeddropwisewith
stirring to a cooled solution (0 �C) of KOH (0.070 g, 1.25 mmol)
in anhydMeOH (1 mL). After stirring for 15 min, DIB (0.133 g,
0.413 mmol) was added in small portions. The reaction mixture
was stirred at 0 �C for 45min and then a 5% aqueous solution of
H2SO4 (1.3mL) was added. Themixturewas stirred for 35min at
0 �C, then H2O (3 mL) was added. The mixture was extracted
with CH2Cl2 (20 þ 2 � 6 mL). The combined organic layer was
washed with brine (5 mL) and dried over anhyd MgSO4. The
solvent was removed under reduced pressure. The crude product
was purified by flash chromatography (hexanes:Et2O, 9:1 as
eluent), affording 27 (0.036 g) as a colorless oil. 27 was dissolved
inCH2Cl2 (1.2mL) and acidifiedwith TFA (12μL). The reaction
mixture was stirred overnight at rt. The resulting solution was
dilutedwithCH2Cl2 (10mL),washedwith a saturated solutionof

NaHCO3 (3mL), and dried over anhydMgSO4. The solvent was
removed under reduced pressure, giving (þ)-28 (61%, 0.030 g,
0.13 mmol) as a white solid, which was used in the next step
without purification. Mp 96.0-97.1 �C; IR (KBr) 2959, 2920,
2853, 1794, 1750, 1052 cm-1; 1HNMR (500MHz,CDCl3) δ 0.81
(3 H, d, J=6.7 Hz), 0.99 (3H, s), 1.06-1.20 (1H, m), 1.46-1.59
(6H,m), 1.73-1.85 (2H,m), 1.90-2.01 (1H,m), 2.11 (1H, d, J=
13.6Hz), 2.27-2.30 (1H,m), 4.62 (1H, d, J=20.2Hz), 4.69 (1H,
d, J= 20.2 Hz); 13C NMR (75 MHz, CDCl3) δ 16.4, 19.0, 20.7,
23.3, 30.6, 32.3, 39.6, 45.2, 46.8, 47.0, 51.5, 72.4, 179.2, 210.6;
LRMSm/z (%) 236 (Mþ•, 1.0%), 124 (18), 123 (100), 109 (30), 81
(19), 41 (35); [R]25D þ43.1 (c 1.0, CHCl3).

(þ)-Bakkenolide A, (þ)-1.Toa stirred solution of Ph3PCH3Br
(0.130 g, 0.36 mmol) in anhyd THF (3 mL) under a strong flow
of N2 was added dropwise NaHMDS (330 μL, 1 M in hexanes,
0.33 mmol) at 0 �C. The mixture was stirred for 45 min at 0 �C
resulting in a yellow solution. A solution of (þ)-28 (0.026 g,
0.11 mmol) in anhyd THF (0.5 mL) was added dropwise. The
resulting light yellow solution was stirred for 1 h at rt. The
reaction was quenched with H2O (10 mL) and extracted with
Et2O (3 � 10 mL). The organic phase was washed with brine
(5 mL) and dried over anhyd MgSO4. After solvent evaporation,
the crudeproductwaspurifiedby flashchromatography (hexanes:
AcOEt, 9:1 as eluent), affording (þ)-bakkenolide A (þ)-1 (62%,
0.016 g, 0.068 mmol) as a white solid. Mp 80.3-80.6 �C (lit.20 mp
80.5-80.6 �C); IR (KBr) 2959, 2923, 2853, 1777, 1655, 1021 cm-1;
1HNMR(500MHz,CDCl3) δ0.85 (3H, d,J=6.8Hz), 0.99 (3H,
s), 1.12-1.21 (1H, m), 1.41-1.64 (6H, m), 1.94-1.99 (3H, m),
2.09 (1H, t, J = 13.1 Hz), 2.24-2.30 (1H, m), 4.77 (2H, tq, J =
12.8 and 2.1 Hz), 5.11 (1H, dt, J= 2.3 and 0.7 Hz), 5.03 (1H, dt,
J = 2.0 and 0.7 Hz); 13C NMR (125 MHz, CDCl3) δ 16.3, 19.2,
21.0, 23.3, 30.9, 33.9, 42.3, 44.0, 46.2, 48.5, 49.8, 70.4, 105.8, 150.4,
182.6; LRMS m/z (%) 234 (Mþ•, 1.8%), 124 (58), 122 (34), 109
(87), 111 (52), 95 (20), 41 (100); HRMSm/zC15H22O2 (MþNa)þ

calcd 257.1512, found 257.1509; [R]25D þ16.9 (c 0.95, MeOH)
{lit.20 [R]20D þ17 (c 1.0, MeOH)}.
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