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Total Syntheses of Lycopodium Alkaloids (4)-Fawcettimine,
(+)-Fawcettidine, and (—)-8-Deoxyserratinine**

Houhua Li, Xiaoming Wang, and Xiaoguang Lei*

The Lycopodium alkaloids are a family of structurally
complex natural products,'! which have provoked long-term
interests in their total syntheses because of their unique and
fascinating architectures and potential biological activities.”!
In particular, fawcettimine-type Lycopodium alkaloids, such
as fawcettimine (1)P®! and fawcettidine (2)®* (Scheme 1),
have attracted broad attention from the synthetic community
in recent years, and a number of impressive total syntheses
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Scheme 1. Structures of representative fawcettimine- and serratinine-
type Lycopodium alkaloids.

have been accomplished.”! Serratinine-type Lycopodium
alkaloids, such as 8-deoxyserratinine (3),/" serratinine (4),
serratine (5), and serratanidine (6), are structurally related to
the fawcettimine-type alkaloids, however, they possess a more
complex molecular architecture with two vicinal quaternary
stereogenic centers and a unique 6,5,6,5-tetracyclic frame-
work. In contrast to fawcettimine-type alkaloids, relatively
little progress and limited success have been made toward the
total synthesis of serratinine-type alkaloids.”) In 1979, Inu-
bushi and co-workers reported the first total synthesis of (+)-
8-deoxyserratinine (3) in 23 steps with 0.29% overall yiel-
d."*® Very recently, Yang and co-workers achieved the first
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asymmetric total synthesis of (—)-8-deoxyserratinine (3) in
15 steps.Pt ™

According to the biogenetic pathway proposed by Inu-
bushi et al., both fawcettimine- and serratinine-type alkaloids
could be derived from lycopodine-type alkaloids through
rearrangement of the carbon-skeleton (Scheme 2).® The keto
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Scheme 2. Proposed biogenetic pathway for fawcettimine- and serrati-
nine-type Lycopodium alkaloids.

amine form of fawcettimine (1) can epimerize to 4-epi-
fawcettimine, thus allowing a transannular N alkylation (Sy2)
to construct the C4—N bond and furnish 8-deoxy-13-dehy-
droserratinine (8). Conceivably, the serratinine-type skeleton
could also be transformed to the fawcettimine-type frame-
work by selective C—N bond cleavage. The following selective
reduction of 8 would afford 8-deoxyserratinine (3). Despite
growing interest in the total synthesis of Lycopodium
alkaloids, biomimetic interconversions between fawcetti-
mine- and serratinine-type alkaloids have not been exten-
sively explored. Herein, we report a biosynthesis-inspired
strategy to accomplish the concise and collective total
syntheses of (+)-fawcettimine (1), (+)-fawcettidine (2), and
(—)-8-deoxyserratinine (3) from the common molecular
scaffold 8-deoxy-13-dehydroserratinine (8)."

According to our retrosynthetic analysis (Scheme 3), key
precursor 8 could be derived from compound 9 through a
biomimetic transannular N alkylation. The challenging qua-
ternary carbon center at C4 in 9 could be assembled by
Matsuda’s hydroxy-directed Sml,-mediated pinacol coupling
of aldehyde 10 to set up the correct relative stereochemis-
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Scheme 3. Retrosynthetic analysis. Boc=tert-butoxycarbonyl,
TBDPS =tert-butyldiphenylsilyl.

try.'"! The pinacol-coupling precursor 10 could be generated
from diketone 11 through selective reduction. The key spiro-
configured quaternary carbon center at C12 in diketone 11
could be installed by means of intramolecular C alkylation.
We envisioned that intermediate 12 could be efficiently
prepared through a tandem one-pot conjugate addition/aldol
reaction protocol by using readily available starting materials,
including optically active (5R)-5-methylcyclohex-2-enone
13, allylmagnesium bromide 14, and aldehyde 15.

Our synthesis started with the tandem conjugate addition/
aldol reaction sequence (Scheme 4).'”) Enone 13 was treated
with allylcuprate (freshly prepared from allylmagnesium
bromide 14) at —78°C, and the resulting enolate was trapped
with aldehyde 151 to afford alcohol 12 as a mixture of
diastereoisomers, which underwent desilylation to afford keto
diol 16. Selective mesylation of the primary alcohol following
Burke’s protocol™ and subsequent oxidation of the secon-
dary alcohol with Dess—Martin periodinane provided diketo
mesylate 17. lodination of 17 gave another C-alkylation
precursor, diketo iodide 18.

o] o H OH Boc
a /&TS\/\/N\/\/OR cd
[ ] -2 . .
Me Me ]_'("'/\
13

C12, R=TBDPS
16, R=H
H Boc R Boc
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Scheme 4. Reagents and conditions: a) 1) 14, CuBr, Me,S, LiCl, THF,
—78°C; 2) 15, —78°C, 73%,; b) Et;N-3HF, MeCN, RT, 94%; c) colli-
dine, MsCl, CH,Cl,, 4°C; d) Dess—Martin periodinane, CH,Cl,, RT,
80% (two steps); e) Nal, acetone, RT, 84 %. Ms =mesityl, THF =
tetrahydrofuran.
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With diketo mesylate 17 and diketo iodide 18 in hand, we
began to investigate the challenging intramolecular C alkyla-
tion to install the spiro-configured quaternary carbon center
at C12 (Scheme 5). Although the C alkylation of 1,3-dicar-
bonyl compounds with RX (R =alkyl; X =halide, tosylate,

0. 0
H ROC x A ol; o
N Me 12
Me PN Bocm
H 1
Entry Substrate Product (Yield [%])]
1 17, X = OMs 19 (53)
2 18, X =1 11 (65) + 19 (14)

[a] Yield of isolated product.

| Boc

transition state 20

Scheme 5. Intramolecular C-alkylation reaction to give spirodiketone
11. Reagents and conditions: a) DBU, CH;CN (0.014 m), RT.
DBU =1,8-Diazabicyclo[5.4.0Jundec-7-ene.

mesylate, etc.) is a powerful method for the synthesis of a-
substituted 1,3-dicarbonyl compounds, previous examples of
intramolecular C alkylations of 1,3-dicarbonyl compounds
with RX to install spiro-configured quaternary carbon centers
for the synthesis of complex natural products are relatively
rare.™ Through an extensive screening of reaction conditions
(base, solvent, temperature, and concentration), we found
that diketo mesylate 17 gave only O-alkylation product 19
(Scheme 5, entry 1), while the desired C-alkylation product 11
was generated in good yield (65 % ) by the treatment of diketo
iodide 18 with DBU under dilute conditions in CH;CN
(Scheme 5, entry 2). The quaternary carbon center at C12 was
correctly installed by this remarkable transformation. The
high stereoselectivity of 11 may be attributed to the steric
effect caused by the axial allylic group at C7 (see transition
state 20).01°

After we established the spiro-configured quaternary
carbon center at C12 and the aza-cyclononane ring, we
attempted to synthesize the pinacol-coupling precursor alde-
hyde 10 (Scheme 6). We anticipated that the carbonyl group
at C4 in diketone 11 would be blocked because of the steric
hindrance of the axial allylic group at C7, thus the carbonyl
group at C13 could be selectively reduced to provide the 13-
hydroxy ketone. Gratifyingly, selective reduction of diketone
11 was realized by using NaBH, in CH,Cl,/MeOH to afford 21
and 22 in 29% and 63 % yield, respectively. The structure of
21 was confirmed by X-ray crystallographic analysis,['”! while
the stereochemistry of 22 was determined by NOE analysis.!"*!
Lemieux—Johnson oxidation of 21 afforded 10a in 86 % yield.
Compound 22 was also transformed into 10b in quantitative
yield.')

In order to set up the desired oxa-substituted quarternary
carbon center at C4, we initiated studies on the
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Scheme 6. Reagents and conditions: a) NaBH,, CH,Cl,/MeOH (10/1),
RT, 21, 29%, 22, 63 %; b) OsO,, NalO,, DABCO, dioxane/H,O (2/1),
RT, 10a (86 %), 10b (quantitative). DABCO =1,4-diazabicyclo[2.2.2]-
octane.

Sml,-mediated pinacol coupling of 10 (Scheme 7).?"! Based
on Matsuda’s studies of hydroxy-directed Sml,-mediated
transformations,'"” we envisioned that formation of the
desired quaternary stereocenter at C4 with well-defined

CHO
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Entry Substrate Conditions Product (Yield [%])!
1 10a AorB complex mixture
2 10b A 23 (72) + 24 (18)
3 10b B 24 (67)
4 29 AorB 30 (34)

Conditions A: Sml; (5 equiv), THF, RT;
Conditions B: Sml, (5 equiv), HMPA (20 equiv), THF, =78 °C to RT
[a] Yield of isolated product.
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Scheme 7. Hydroxy-directed Sml,-mediated intramolecular pinacol cou-
pling. Ac=acetyl, HMPA =hexamethylphosphoramide, TMS =trime-
thylsilyl.
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stereochemistry could be completely controlled by the
hydroxy group at C13 in starting material 10. Both 10a and
10b were used as coupling substrates in our investigation.
While 10a failed to afford any coupling products under
various conditions (Scheme 7, entry 1), we were pleased to
find that pinacol coupling of 10b occurred smoothly and
provided interesting stereochemical outcome under different
conditions. Specifically, treatment of 10b with SmI, in THF at
RT afforded two coupling products, 4,5-cis diol 23 and 4,5-
trans diol 24 in 72% and 18% yield of isolated product,
respectively (Scheme 7, entry 2). However, 24 was isolated as
the sole product in 67 % yield when the pinacol coupling was
carried out in the presence of HMPA (Scheme 7, entry 3). The
oxa-substituted quaternary stereocenters at C4 in 23 and 24
were confirmed by their subsequent oxidation to known
compound 9°° (see Scheme 8). Furthermore, acetylation of
23 and 24 afforded the two diacetate derivatives 25 and 26,

+-OH 5.0 5.0
5
Me OH Me “@ OH Me L
4 a 4 (% 13 47
HS N 8 N 0 PN
OCl OCl \/[
< gl 8

23 and 24
Proposed mechanism: \b
(o]
Me “ 5.0
T Me
o] > ? OH
(e}

\9+ o HN
J o< <

EtsN ¥ 3

32, known compound

Scheme 8. Reagents and conditions: a) TPAP, NMO-H,0, 4 A MS, RT,
for 23, 74%; for 24, 56%; b) TFA, CHC,, RT, 92%; c) SOCl,/Et;N,
THF, —78°C to 0°C, 98 %. NMO-H,0 = N-methylmorpholine-N-oxide
monohydrate, M.S.=molecular sieves, TFA=trifluoroacetic acid,
TPAP =tetrapropylammonium perruthenate.

respectively. The stereochemistry at C5 in 25 and 26 were
determined by NOE experiments, which confirmed the
relative configurations of 23 and 24 as 4,5-cis and 4,5-trans,
respectively.'¥ Substrate 29 (trimethylsilyl ether of 10b) was
synthesized for control experiments, and subjected to the
same coupling conditions."® The reaction of 29 with Sml,
both in the absence and presence of HMPA resulted in the
reduction of the aldehyde to form alcohol 30 instead of the
desired coupling products (Scheme 7, entry 4).!1

Our results were consistent with previous reports by
Matsuda.”! The observed stereochemical outcome could be
explained by two proposed chelation models, in which the
pinacol couplings are likely to proceed via different cyclic
ketyl radicals, depending on the absence or presence of
HMPA. In the absence of HMPA, only the aldehyde moiety
of 10b was reduced to the ketyl radical upon initial reduction
by Sml,. Chelation of the Sm™ cation with the & hydroxy
group formed eight-membered ketyl radical 27, which
afforded 4,5-cis diol 23 as the major product. In the presence
of HMPA, a ketyl radical pair was generated through single-
electron transfer from Sml,, because HMPA could increase
the reducing ability of Sml, by coordination to SmI,.”*! The
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six-membered ketyl radical 28 was formed by chelation of the
Sm™ cation with the B hydroxy group. The pinacol coupling
occurred through the diketyl coupling pathway, in which the
4,5-trans diol 24 was generated as a single product, presum-
ably because of the strong dipole-dipole repulsion between
the two cationic Sm™ complexes.

After we installed the desired oxa-substituted quaternary
carbon center at C4, we examined the construction of the C4—
N bond by using transannular N alkylation (Scheme 8).
Oxidation of triols 23 and 24 by Ley oxidation smoothly
furnished compound 9. In initial attempts, we used a two-
step protocol: removal of the Boc group to give compound 31,
followed by transannular N alkylation.?*! However, further
efforts to use the free amine for the transannular N alkylation
failed, presumably because of intramolecular carbinolamine
formation.”!

The desired 8-deoxy-13-dehydroserratinine (8) was
obtained in nearly quantitative yield (98 % ) by the treatment
of compound 9 with SOCI, and Et;N in THF. The remarkable
efficiency of this transformation suggests a mechanism
involving the transannular nucleophilic attack of the nitrogen
to afford the ionic acyl ammonium intermediate followed by
the base-triggered removal of the Boc group (Scheme 8).!
The key tetracyclic intermediate 8, which is obtained by this
biosynthesis-inspired N-alkylation protocol, was identical to
the previously reported 8-deoxy-13-dehydroserratinine.[-7¢%!

With key precursor 8 in hand, we were able to access both
fawcettimine- and serratinine-type Lycopodium alkaloids in a
collective manner (Scheme 9). Selective reduction of the
carbonyl group at C13 with NaBH, at 0°C provided (—)-8-
deoxyserratinine (3) in 98 % yield. Furthermore, reductive

5.0 " Ho 220
M e
e' a, 13 YA
13 4% ERA
oI N : N
3
8 A

A
PN

5.0
Me”H
2 1

obtained: [a]p +65 (¢ 0.24, EtOH)
Ref. [6b]: [a]p +61 (¢ 0.25, EtOH)

obtained: [a]p -12.0 (¢ 0.1, EtOH}
Ref. [27]: [a]p -15.6 (¢ 1.0, EtOH)

HO 30
8
%H
N
1 ‘A

obtained: [u]p +81.7 (¢ 0.18, MeOH)
Ref. [Ba]: [a]p 89 (¢ 0.55, MeOH)

Scheme 9. Reagents and conditions: a) NaBH,, EtOH (dry), 0°C,
98%; b) Zn, HOAC, 140°C, 95%; ) Sml,, H,0, THF, 0°C, 51%.

cleavage of the C4—N bond of 8 occurred under harsh
reducing conditions (Zn/HOAc, 140°C, 8 h), the subsequent
dehydration formed the enamine moiety and furnished
(4)-fawcettidine (2) in excellent yield (95%).?” Finally, we
attempted to selectively cleave the C4—N bond with Sml,
following Honda’s protocol to give fawcettimine (1).*¥! The
late-stage reductive carbon—nitrogen bond cleavage proved
to be challenging because the two carbonyl groups at C5 and
C13 were likely to be reduced as well under these conditions.
After careful optimization of the reaction conditions, we were
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pleased to find that by the treatment of substrate 8 with Sml,
in THF at 0°C, with 2.5 equivalents of water as a proton
source, we could obtain (+)-fawcettimine (1) in 51 % yield.
The spectroscopic data of the synthetically obtained com-
pounds fully matched the data reported previously.'™!

In conclusion, we have demonstrated the feasibility of
collective total syntheses of both fawcettimine- and serrati-
nine-type Lycopodium alkaloids (+4)-fawcettimine, (+4)-faw-
cettidine, and (—)-8-deoxyserratinine from a common pre-
cursor based on a highly concise route (all syntheses were
accomplished in 12 steps). Our synthesis features: 1) an
intramolecular C alkylation to install the challenging spiro-
configured quaternary carbon center and the aza-cyclono-
nane ring; 2)a hydroxy-directed Sml,-mediated pinacol
coupling to establish the correct relative stereochemistry of
the oxa-substituted quaternary center; 3) most notably, the
unprecedented tandem transannular N alkylation and
removal of the Boc group to realize a biosynthesis-inspired
process to afford the desired tetracyclic skeleton. Total
syntheses of other related members of fawcettimine- and
serratinine-type Lycopodium alkaloids by using the strategies
highlighted herein are currently underway and will be
reported in due course.

Received: September 23, 2011
Published online: November 23, 2011

Keywords: alkaloids - collective synthesis - natural products -
samarium iodide - tandem reactions

[1] For recent reviews of the Lycopodium alkaloids, see: a) W. A.
Ayer, L.S. Trifonov in The Alkaloids, Vol. 45 (Eds.: G. A.
Cordell, A. Brossi), Academic Press, New York, 1994, p. 233;
b) X. Ma, D.R. Gang, Nat. Prod. Rep. 2004, 21, 752; c) .
Kobayashi, H. Morita in The Alkaloids, Vol. 61 (Ed.: G. A.
Cordell), Academic Press, New York, 2005, p. 1; d) Y. Hirasawa,
J. Kobayashi, H. Morita, Heterocycles 2009, 77, 679; e) M.
Kitajima, H. Takayama Lycopodium Alkaloids: Isolation and
Asymmetric Synthesis in Topics in Current Chemistry (Ed.: H.-J.
Knolker), Springer, Berlin, 2011, DOI: 10.1007/128_2011_126.
For selected recent total syntheses of Lycopodium alkaloids, see:
a) B.L. Nilsson, L. E. Overman, J. R. Alaniz, J. M. Rohde,
J. Am. Chem. Soc. 2008, 130, 11297; b) A. Chandra, J. A. Pigza,
J.-S. Han, D. Mutnick, J. N. Johnston, J. Am. Chem. Soc. 2009,
131,3470; c) H. Yang, R. G. Carter, J. Org. Chem. 2010, 75, 4929;
d) K. M. Laemmerhold, B. Breit, Angew. Chem. 2010, 122, 2417,
Angew. Chem. Int. Ed. 2010, 49,2367, ¢) C. Tsukano, L. Zhao, Y.
Takemoto, Masahiro Hirama, Eur. J. Org. Chem. 2010, 4198;
f) V. Bisai, R. Sarpong, Org. Lett. 2010, 12, 2551; g) R. A.
Altman, B. L. Nilsson, L. E. Overman, J. Read deAlaniz, J. M.
Rohde, V. Taupin, J. Org. Chem. 2010, 75, 7519; h) X. Cheng,
S. P. Waters, Org. Lert. 2010, 12, 205; i) B. H. Wolfe, A. H. Libby,
R.S. Al-awar, C.J. Foti, D. L. Comins, J. Org. Chem. 2010, 75,
8564;j) Y. Nakamura, A. M. Burke, S. Kotani, J. W. Ziller, S. D.
Rychnovsky, Org. Lett. 2010, 12, 72; k) B. B. Liau, M. D. Shair,
J. Am. Chem. Soc. 2010, 132, 9594; 1) C. Yuan, C.-T. Chang, A.
Axelrod, D. Siegel, J. Am. Chem. Soc. 2010, 132, 5924; m) D. F.
Fischer, R. Sarpong, J. Am. Chem. Soc. 2010, 132, 5926; n) T.
Nishimura, A. K. Unni, S. Yokoshima, T. Fukuyama, J. Am.
Chem. Soc. 2011, 133, 418.

[3] R. H. Burnell, J. Chem. Soc. 1959, 3091.

2

—

www.angewandte.de

Chemie

509



Angewandte

510

Zuschriften

[4] R. H. Burnell, C. G. Chin, B.S. Mootoo, D. R. Taylor, Can. J.
Chem. 1963, 41, 3091.

[5] For recent reports on the total synthesis of fawcettimine-type

Lycopodium alkaloids, see: a) X. Linghu, J. J. Kennedy-Smith,

F. D. Toste, Angew. Chem. 2007, 119, 7815; Angew. Chem. Int.

Ed. 2007, 46, 7671; b) J. A. Kozak, G. R. Dake, Angew. Chem.

2008, 120, 4289; Angew. Chem. Int. Ed. 2008, 47, 4221; c) A.

Nakayama, N. Kogure, M. Kitajima, H. Takayama, Org. Lett.

2009, 71, 5554; d) J. Ramharter, H. Weinstabl, J. Mulzer, J. Am.

Chem. Soc. 2010, 132,14338; ¢) S. M. Canham, D. J. France, L. E.

Overman, J. Am. Chem. Soc. 2010, 132, 7876; f) Y. Otsuka, F.

Inagaki, C. Mukai, J. Org. Chem. 2010, 75, 3420; g) M. E. Jung,

J.J. Chang, Org. Lert. 2010, 12, 2962; h) A. Nakayama, N.

Kogure, M. Kitajima, H. Takayama, Angew. Chem. 2011, 123,

8175; Angew. Chem. Int. Ed. 2011, 50, 8025; i) Y.-R. Yang, L.

Shen, J.-Z. Huang, T. Xu, K. Wei, J. Org. Chem. 2011, 76, 3684;

j) X. M. Zhang, Y. Q. Tu, F. M. Zhang, H. Shao, X. Meng,

Angew. Chem. 2011, 123, 4002; Angew. Chem. Int. Ed. 2011, 50,

3916. For early reports on the total synthesis of (+)-fawcetti-

mine, see: k) C. H. Heathcock, K. M. Smith, T. A. Blumenkopf,

J. Am. Chem. Soc. 1986, 108, 5022; 1) C. H. Heathcock, T. A.

Blumenkopf, K. M. Smith, J. Org. Chem. 1989, 54, 1548.

For other synthetic efforts toward (&4)-fawcettidine, see:

m) J. Boonsompat, A. Padwa, J. Org. Chem. 2011, 76, 2753.

Y. Inubushi, H. Ishii, B. Yasui, Y. Harayama, M. Hosokawa, R.

Nishino, Y. Nakahara, Yakugaku Zasshi 1967, 87, 1394.

For total synthesis of 8-deoxyserratinine, see: a) T. Harayama,

M. Takatani, Y. Inubushi, Tetrahedron Lett. 1979, 20, 4307; b) T.

Harayama, M. Takatani, Y. Inubushi, Chem. Pharm. Bull. 1980,

28, 2394; c¢) Y.-R. Yang, Z.-W. Lai, L. Shen, J.-Z. Huang, X.-D.

Wu, J-L. Yin, K. Wei, Org. Lett. 2010, 12, 3430. For total

synthesis of serratinine, see: d) T. Harayama, M. Ohtani, M. Oki,

Y. Inubushi, J. Chem. Soc. Chem. Commun. 1974, 827; e) T.

Harayama, M. Ohtani, M. Oki, Y. Inubushi, Chem. Pharm. Bull.

1975, 23, 1511. For other synthetic efforts toward serratinine-

type Lycopodium alkaloids, see: f) G. Mehta, M. S. Reddy, R.

Radhakrishnan, M. V. Manjula, M. A. Viswamitra, Tetrahedron

Lett. 1991, 32, 6219; g) G. Luedtke, T. Livinghouse, J. Chem. Soc.

Perkin Trans. 11995, 2369; h) J. Cassayre, F. Gagosz, S. Z. Zard,

Angew. Chem. 2002, 114, 1861; Angew. Chem. Int. Ed. 2002, 41,

1783.

a) Y. Inubushi, H. Ishii, B. Yasui, T. Harayama, Tetrahedron Lett.

1966, 7, 1551; b) H. Ishii, B. Yasui, T. Harayama, Y. Inubushi,

Tetrahedron Lett. 1966, 7, 6215.

For selected recent works on the collective synthesis of natural

products, see: a) A.N. Flyer, C. Si, A. G. Myers, Nat. Chem.

2010, 2, 886; b) S. B. Jones, B. Simmons, A. Mastracchio, D. W. C.

MacMillan, Nature 2011, 475, 183.

[10] For a review on hydroxy-directed Sml,-mediated reductive
couplings, see: F. Matsuda, J. Synth. Org. Chem. Jpn. 1995, 53,
987.

[11] For preparation of (5R)-5-methylcyclohex-2-enone (13), see:
a) I. Fleming, P. Maiti, C. Ramarao, Org. Biomol. Chem. 2003, 1,
3989; b) A. Carlone, M. Marigo, C. North, A. Landa, K. A.
Jgrgensen, Chem. Commun. 2006, 4928.

6

[

[7

—

[8

[

[9

—

[12] M.J. Aldegunde, L. Castedo, J. R. Granja, Org. Lett. 2008, 10,
3789.

[13] Aldehyde 15 was prepared from TBDPS-protected 3-hydrox-
ypropanal in two steps and 74 % overall yield (see the Support-
ing Information for details).

[14] C.J. O’Donnell, S. D. Burke, J. Org. Chem. 1998, 63, 8614.

[15] a) A. Murai, N. Tanimoto, N. Sakamoto, T. Masamune, J. Am.
Chem. Soc. 1988, 110,1985;b) A. Murai, Pure Appl. Chem. 1989,
61, 393.

[16] For a similar axial allyl group directed intermolecular C alkyla-
tion, see Ref. [5d].

[17] CCDC 844676 (21) contains the supplementary crystallographic
data for this paper. These data can be obtained free of charge
from The Cambridge Crystallographic Data Centre via www.
ccde.cam.ac.uk/data_request/cif.

[18] See the Supporting Information.

[19] W. Yu, Y. Mei, Y. Kang, Z. Hua, Z. Jin, Org. Lett. 2004, 6, 3217.

[20] For reviews on Sml,-mediated reactions in total synthesis, see:
a) K. C. Nicolaou, S. P. Ellery, J. S. Chen, Angew. Chem. 2009,
121,7276; Angew. Chem. Int. Ed. 2009, 48, 7140; b) M. Szostak,
D. J. Procter, Angew. Chem. 2011, 123, 7881; Angew. Chem. Int.
Ed. 2011, 50, 7737.

[21] We also used 33, the trimethylsilyl ether of 10a, in the pinacol
coupling reactions to obtain the desired coupling product in
good yield. However, without the stereo-induction of the C13-
hydroxy group, the stereochemistry of the coupling product was
controlled totally by the steric effect of the axial trimethylsilyl
ether group in 33, thus resulting in a completely opposite
stereochemical outcome at C4 and C5. Detailed studies will be
reported in a full paper in due course. During the preparation of
this manuscript, X. M. Zhang et al. reported a similar Sml,-
mediated pinacol-coupling strategy in their total syntheses of
(+)-alopecuridine and (+)-sieboldine A (see Ref. [5]]).

[22] a) K. Otsubo, J. Inanaga, M. Yamaguchi, Tetrahedron Lett. 1986,
27,5763;b) J. Inanaga, M. Ishikawa, M. Yamaguchi, Chem. Lett.
1987, 1485; c) K. Otsubo, K. Kawamura, J. Inanaga, M.
Yamaguchi, Chem. Lett. 1987, 1487; d) K. Otsubo, J. Inanaga,
M. Yamaguchi, Tetrahedron Lett. 1987, 28, 4437.

[23] a) W. P. Griffith, S.V. Ley, G.P. Whitcombe, A.D. White,
J. Chem. Soc. Chem. Commun. 1987, 1625; b)S. V. Ley, J.
Norman, W. P. Griffith, S. P. Marsden, Synthesis 1994, 639.

[24] For an example of intramolecular cyclodehydration of amino
alcohols with SOCI,, see: F. Xu, B. Simmons, R. A. Reamer, E.
Corley, J. Murry, D. Tschaen, J. Org. Chem. 2008, 73, 312.

[25] Control experiments showed that: 1) Compound 9 was recov-
ered by the treatment with either SOCL, or Et;N. 2) Normal Boc-
protected amines were not deprotected with SOCL/Et;N.

[26] 8-Deoxy-13-dehydroserratinine (8) was also obtained from the
degradation of natural (—)-serratinine (4), see: K. Katakawa, M.
Kitajima, N. Aimi, H. Seki, K. Yamaguchi, K. Furihata, T.
Harayama, H. Takayama, J. Org. Chem. 2005, 70, 658.

[27] H. Ishii, B. Yasui, R.-I. Nishino, T. Harayama, Y. Inubushi,
Chem. Pharm. Bull. 1970, 18, 1880.

[28] For Honda’s Sml,-mediated reductive C—N bond cleavage
methodology and its application in natural product synthesis,
see: T. Honda, Heterocycles 2011, 83, 1, and references therein.

www.angewandte.de

© 2012 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Angew. Chem. 2012, 124, 506 —510



