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ABSTRACT: A synthetic strategy for the modeling construction
of the highly bridged azatetracyclic ABEF ring system of numerous
lycoctonine-type C,o-diterpenoid alkaloids bearing a characteristic
oxygenated quaternary center at C-7 has been successfully
developed. The tetracyclic core was constructed rapidly from a
readily prepared 6,7-bicyclic AB ring precursor through a 13-step
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alkaloids. The key step involves an Sml,-promoted intramolecular B o
radical coupling reaction of an N,O-acetal with a carbonyl group, franchetine consolarine
mimicking a plausible biogenetic transformation.

C,y-Diterpenoid alkaloids comprise a large class of structurally i OMe OMe
complex natural products mainly distributed in plants of the ; m M@mogz
Aconitium and Delphinium genera, which display a range of ; R : B o7
biological activities including anti-inflammatory, analgesic, Aconitine-type 1 Lycoctonine-type 2 franchetine 3
antiarrhythmic, antipyretic, antiepileptic, hypotensive, and oD (224) i)
bradycardic properties." This large family of natural products OH  _oue a4 on OMe . _—OMe
(674 at the end of July 2008), characterized by heavily ‘ﬁ‘
substituted azahexacyclic ring systems, may be subdivided into wwe mome HO/:WOME
six types including 13 subtypes and 19 groups on the basis of o on OMe B on OMe 2o oM

the carbon skeletons and substituents at the specific positions."
The structural complexity and biOIOgical Signiﬁcance of the Figure 1. Structures of some members of Co-diterpenoid alkaloids.
members of this family has led to significant interest from the
synthetic community. However, synthesis of C,o-diterpenoid
alkaloids is a conspicuous challenge due to its intricate
structure. So far, only three aconitine-type C,,-diterpenoid
alkaloids were practically synthesized by Wiesner and co-
workers in the 1970s.> Very recently, another elegant work was
achieved by Gin and co-workers in total synthesis of a Cq-
diterpenid alkaloid neofinaconitine,” which shares a common

pylzowine 4 consolarine § lycoctonine &

constructed with the featured C-7 oxygenated quaternary
center.® In view of our long-standing interest toward the total
synthesis of C,o-diterpenoid alkaloids,’ we planned to develop a
new and efficient methodology for constructing a tetracyclic
ABEF ring system, which in combination with our previously
accomplished functionalized BCD ring system bearirég a key

Co-diterpenoid framework in the absence of carbon CI8. carbc.)nyl group at C'H ona seven—membered ring B,”” would
Despite numerous other attempts,” these remain the only provide a good basis fof the tOt‘?l synthes.ls of some members. of
published total syntheses of C,o-diterpenoid alkaloids. lycoctomne—type Co-diterpenoid jalkalmds such as pylzowine
Among the vast family of C,,-diterpenoid alkaloids, we were (4), copsolarlne (8), and lycoctonine (6). .

particularly intrigued by the lycoctonine-type alkaloids (more Herein we present our efforts toward th? synthesis of Fhe
than 280 natural compounds), which differ from aconitine-type ABEF azatetracyclic amine 7 of lycoctonine-type ;}H{almds
alkaloids in the substitution pattern at C-7 and possess an extra bearing the. ke}{ C'7. oxygenated quaternary center. In light of a
oxygen-containing functionality at this position (Figure 1). re.ported _blomlme.nc transfolrmatlon from 7,17-seco-type C1.9'
Until now, no chemical preparation of any member of this dlterPe:nmd alkaloid fran7chet1ne 3 to an acomt.me—type alkal'md
subtype has been described, presumably due to the increasing fo_ret1c1ne 7 (Scheme 1),” we epwsaged. tha}t this transformation
challenge for construction of this oxygenated quaternary might be able to allow a plausible cyclization process (9 — 8)
carbon. Although some partial ring systems have been reported
in the synthesis toward a few members of lycoctonine-type Received: March 9, 2014
alkaloids in the past decades, none of these systems has been Published: April 4, 2014
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Scheme 1. Proven Biogenitic Transformation from
Franchetine 3 to Aconitine-Type Alkaloid Foreticine 7’
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through a SmI-promoted biomimetic radical coupling of a N,O-
acetal with ketone group, culminating in construction of the key
oxygenated quaternary center at C-7 (Scheme 2). The unique

Scheme 2. Retrosynthetic Plan for Synthesis of the ABEF
Ring of Lycoctonine-Type C y-Diterpenoid Alkaloid
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tetracylic N,O-acetal 9, also as the subunit of natural 7,17-seco-
type alkaloid, could arise from the bridged tricycle lactone 10
by stereoselective construction of a quaternary center at C-4
followed by installation of nitrogen-containing ring E. In turn,
the bridged lactone 10 would result from an acid-promoted
epoxidation of a known 6,7-bicycle ene ester 11,* which could
serve as the precursor of trans-fused ring AB.

We commenced our synthesis from the known trans-fused
6,7-bicycle 11, prepared from the methyl cyclohept-1-
enecarboxylate 12 by a convergent four-step process involving
a ruthenium-catalyzed diastereoselective enyne cycloisomeriza-
tion reaction (13 — 11), which was developed by Trost et al. in
2008.% Subsequently, installation of the bridged lactone moiety
on ring B was accomplished by direct treatment of the
compound 11 with m-CPBA in dichloromethane in the
presence of catalytic TsOH, delivering lactone 14 as a single
positional isomer in 70% yield. This reaction proceeded, in fact,
with concomitant stereoseletive epoxidation and ring-opening
of the resulting epoxy by the intramolecular attack of ester
group. After a simple TBS protection on the C-7 hydroxyl
group of 14, ozonolysis of the conjugated enoate provided
ketone 15 in 92% yield. With the requisite ketone in hand,
construction of the C-4 quaternary center was next addressed.
For this purpose, homologation and subsequent alkylation at
the C-4 position were undertaken. Our initial attempt by direct
treatment of ketone 15 with (methoxymethylene)-
triphenylphosphine to give homologous aldehyde was totally
unsuccessful. Nevertheless, Wittig reaction of ketone 15 with
more active methylenetriphenylphosphine preceded smoothly,
affording alkene 10 in 89% yield. Considering the plausible
instability of the lactone moiety under basic reaction conditions
at late stage, the lactone 10 was converted to relatively more

stable methyl acetal in advance via a two-step sequence. First,
lactone 10 was reduced to the corresponding lactol (DIBAL-H,
CH,Cl,, —78 °C), which was heated in MeOH in the presence
of catalytic PPTS to provide the methyl ether 16, surprisingly,
as a single diastereomer in excellent yield. Then, sequential
hydroboration—oxidation’ of terminal olefin 16 and Dess—
Martin oxidation of the resulting primary alcohol 17 were
effected, exclusively delivering the formyl group to the a-face to
give aldehyde 18 in 93% yield. The following alkylation at C-4
was carried out according to the conventional method using
methyl iodide and potassium tert-butoxide in THF. It has been
shown that such an alkylation reaction is highly sensitive to
steric hindrance of axial hydrogens and axial substituents in a
cyclohexane rin% and produces equatorially alkylated product
predominantly.” Accordingly, a high stereoselectivity of this
alkylation was expected. In fact, methylation of our acetal
aldehyde 18 produced only one isomer 19 with the desired
configuration in 91% yield (Scheme 3). The axial configuration
of the formyl group of the product 19 was proved
unequivocally on the basis of NOE and further cyclization to
a piperidine compound (vide infra).

Scheme 3. Synthesis of Methyl Acetal Intermediate 19
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With the requisite AB-ring functionality in place, we next
focused our attention to the installation of the piperidine ring E
and subsequent construction of tetracyclic ABEF ring system
(Scheme 4). First, a straightforward introduction of nitrogen
atom was achieved by reductive amination of the aldehyde 19
with ethylamine. Without purification, the resulting amine was

Scheme 4. Construction of Tetracyclic Amines 8 and 9
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directly heated at 100 °C in AcOH/H,0O (1:1) to induce
formation of the C17-N bond with simultaneous removal of
TBS protecting group to furnish the tetracyclic N,O-acetal
compound 20 in good yield. After oxidation of 20 with Dess—
Martin periodinane, the resulting ketone 9 was subjected to
Sml,-promoted intramolecular reductive radical cyclization"
between N,O-acetal and the carbonyl group to form a C7—C17
bond, mimicking the plausible biogenetic transformation. The
initial attempts under the conventional reaction conditions
(SmI,/HMPA/t-BuOH, Sml,/HMPA, or Sml,/MeOH, —78
to 0 °C) all failed to give the desired cyclization product, and
only some unidentified deoxygenated products were isolated."”
After carefully screening various reaction conditions, we were
pleased to discover that by adding the ketone 9 to a solution of
Sml, in THF at reflux in the absence of any additives' the
desired reductive coupling product 8 could be isolated in 80%
yield, together with a small amount of carbonyl group directly
reduced product. The whole stereochemical structure of 8 was
unequivocally confirmed based on the interpretation of its 2D
NMR spectra (see the Supporting Information). To the best of
our knowledge, it was the first time that the N,O-acetal group
without any radical stabilized substitutes was used as reaction
component to undergo a facile Sml,-induced reductive
coupling with ketone."*

In conclusion, the synthesis of highly bridged azatetracyclic
amine 8 with a key oxygenated quaternary carbon at C-7,
modeling the ABEF ring system of lycoctonine-type C,o
diterpenoid alkaloids, has been successfully accomplished via an
advanced N,O-acetal tetracyclic intermediate 9, which belong to
another core structure of natural 7, 17-seco-type C,o-diterpenoid
alkaloids. The synthesis features a known Trost’s ruthenium-
catalyzed enyne cycloisomerization to stereoselectively con-
struct trans-fused AB ring precursor and an unprecedented
SmlI,-promoted biomimetic ketone N,O-acetal reductive
coupling to form C7—C17 bond as the key steps. This strategy
for construction of a model ABEF ring system, combined with
our previously developed synthetic strategy for the BCD ring
system,”® should thus provide a solid basis for the total
synthesis of 7,17-seco-type Co-diterpenoid alkaloid and
lycoctonine-type C,o-diterpenoid alkaloid such as francetine,
consolarine, and lycoctonine.
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