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A stereoselective synthesis of the C21–C29 fragment of (+)-Sorangicin A has been described following our
recently developed iodine-catalyzed tandem isomerization followed by C–O and C–C bond formation for
the construction of trans-2,6-disubstituted dihydropyran as the key step. In this Letter, the problem of
installing the C25 asymmetric center has been sorted out by utilizing an iodolactonization strategy.

� 2015 Elsevier Ltd. All rights reserved.
Introduction

Antibiotics have been used to fight against infectious disease
caused by bacteria and other microbes. Antibacterial chemother-
apy has been a leading cause for the dramatic rise of average life
expectancy. However, in a world of ever-increasing antibiotic
resistance, the discovery and development of new, potent antibi-
otics are of utmost importance. The secondary metabolite (+)-Sor-
angicin A (1) was isolated by Höfle and co-worker1 in 1985 from
the gliding myxobacteria Sporangium cellulosum. This shows
extraordinary antibiotic activity against a broad panel of both
Gram-positive (MIC value of average 10 ng/mL) and Gram-negative
bacteria (MIC value of average 10 lg/mL).2 The mechanism of
action was subsequently determined to entail inhibition of RNA
polymerase in both Escherichia coli and Staphylococcus aureuswith-
out affecting the eukaryotic cells.2 In addition, Sorangicin A is
active in vitro against several cancer cell lines.3 The structure of
Sorangicin A contains 31-membered macrocyclic lactone with
C1–C8 carboxylic acid side Chain and 15 stereogenic centers, and
was secured by X-ray crystallographic techniques. Owing to its
potent antibiotic activity and architectural complexity, the stereos-
elective total synthesis of Sorangicin A (1) has attracted consider-
able interest from a number of groups including pioneering
studies from Morken,4 Scinzer,5 Lee,6 Yadav,7 and Hong8 research
groups, with only total synthesis from Smith and co-workers9

and a formal synthesis from Crimmins and co-workers.10 As part
of our ongoing research on total synthesis of complex natural prod-
ucts11 following our own developed protocol of tandem isomeriza-
tion followed by C–O and C–C bond formation reaction leading to
trans-2,6-disubstituted dihydropyran, we have recently reported
the synthesis of C28–C37 fragment of Sorangicin A.12

In continuation of our effort toward the total synthesis of
Sorangicin A, herein, we describe our successful attempt on the
synthesis of the C21–C29 fragment and installation of the C25
hydroxyl by employing iodocyclization and base-induced isomer-
ization strategy.

Results and discussion

The retrosynthetic route to C21–C29 fragment 2 of (+)-Sorangi-
cin A is presented in Scheme 1. For the stereoselective introduction
of the C22 hydroxyl group, we planned to perform an organocat-
alytic a-carbonyl oxidation using MacMillan’s protocol13 to the
aldehyde which would be obtained from compound 5 by following
Jin’s oxidative strategy.14 The functionalized pyran 5 could be
formed by 6-exo trig iodolactonization reaction of the correspond-
ing acid 6. The required precursor 7 in turn would be synthesized
from d-hydroxy a,b-unsaturated aldehyde 8, which in turn could
be accessed from commercially available 1,3-propanediol (9).

Synthesis of trans-2,6-disubstituted-3,4-dihydropyran 7 began
with 1,3-propane diol 9 as detailed in (Scheme 2). Accordingly by
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Scheme 1. Retrosynthetic analysis of Sorangicin A.
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following an earlier reported sequence,15 epoxy alcohol 10 was
synthesized in 92% ee [a]D25 �24.7 (c 1.7, CHCl3). The resulting
epoxy alcohol 10 was oxidized to the corresponding aldehyde by
Swern oxidation16 followed by a two carbon Wittig homologation
with PPh3 = CHCO2Et giving an c,d-epoxy acrylate 11 as a single
isomer in 91% yield (over 2 steps). Following Miyashita’s protocol
of stereospecific methylation reaction, the epoxy ester 11 was
converted to homoallylic alcohol 12 in the presence of trimethyl
aluminum (TMA).17 The a,b-unsaturated ester 12 was converted
to the d-hydroxy a,b-unsaturated aldehyde 8 in 95% yield by
DIBAL-H reduction of the ester functionality followed by a subse-
quent selective oxidation of the primary hydroxyl group with
TEMPO/BAIB.18 A novel allylation strategy was performed with 8
by using our previous reaction condition (1.5 equiv of
allyltrimethylsilane and 0.25 equiv of iodine).12 Wherein the
allylation occurred stereoselectively, giving rise to the trans-3-
methyl-3,6-dihydropyran 7 as the sole product in 96% yield.

The oxidative removal of p-methoxybenzyl group of 7 with 2,3-
dichloro-5,6-dicyanobenzoquinone (DDQ) afforded primary alco-
hol 13 in 85% yield.19 Oxidation of primary alcohol 13 with
Dess–Martin periodinane20 gave the corresponding aldehyde,
which on further successive oxidation under Pinnick conditions21

furnished acid 6 in 82% yield over two steps (Scheme 3).
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Scheme 2. Synthesis of trans-3-methyl-3,6-dihydropyran 7.
With good quantities of acid 6 in hand, we performed the key
iodolactonization reaction using our previous reported reaction
conditions11e for the installation of the hydroxyl functionality at
C25 of 1. Iodolactonization of 6 with molecular iodine in the
presence of KI in aqueous NaHCO3 solution proceeded via a 6-exo
trig manner to furnish the desired iodo-lactone 14 as a single
diastereomeric product in 82% yield. Deiodination was achieved
smoothly by treatment of 14 with tri-n-butyltinhydride and in
the presence of catalytic amount of AIBN in toluene under reflux
condition to obtain 15 in 87% yield.22

The direct transformation of the lactone 15 under basic condi-
tion (sodium ethoxide in ethanol) yielded a complex mixture con-
taining a traceable amount of the hydroxy ester 5. Similarly, the
basic hydrolysis condition (LiOH in THF) was unfruitful to produce
the corresponding hydroxy acid. Therefore, the lactone 15 was first
converted into hydroxy aldehyde. The controlled reduction of 15
with DIBAL-H at �78 �C afforded the required aldehyde, which
on oxidation (Pinnick condition) and esterification (EtOH in
BF3�OEt2) smoothly afforded the hydroxy ethyl ester 5 (46% over
3 steps). The stereochemistry of the ester 5 was assumed to be
the trans geometry at C23 and C27 positions by 2D-NMR analysis,
wherein the NOESY experiment for 5 displayed NOE interactions
for the C25 proton and C27 proton and did not show any interac-
tions for the C23 and C27 protons (d 3.99 and 3.76 ppm).23 The
resulting secondary alcohol 5 was protected as its TBS–ether using
TBSOTf and 2,6-lutidine in anhydrous CH2Cl2 to obtain 16 in 86%
yield (Scheme 4).

With the required skeleton present in 16, we sought to perform
epimerization of the stereochemistry at C27 via a retro-oxy-
Michael/oxy-Michael process. Thus, the base induced
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Scheme 4. Synthesis of C21–C29 fragment of Sorangicin A.
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epimerization using t-BuOK was carried out at 0 �C. Gratifyingly,
the first attempt for the epimerization proceeded smoothly in a
stereoselective manner, favoring the desired C27 b-epimer 17 in
83% yield.24 The stereochemical configuration of 17 was confirmed
by NOESY measurement, which revealed strong NOE cross-peaks
between C23 and C27 protons (d 4.36 and 3.86–3.77).23 Suggesting
that the H-23 and H-27 are diaxially oriented with respect to each
other. One-step conversion of terminal olefin to aldehyde was
achieved by following Jin’s modified oxidative protocol in 83%
yield.14 For the installation of C22 b-hydroxyl functionality, we
adopted the direct catalytic asymmetric a-aminoxylation of the
resulting aldehyde by using enantiopure proline as the catalyst
and nitrosobenzene as the oxygen source and in situ reduction
gave the 1,2-diol 2 via one pot three steps procedure in 61% yield
(dr = 95:5, separated by column chromatography).13 The integrity
of the product was confirmed by its spectral and analytical data.

Conclusions

In conclusion, synthesis of the C21–C29 fragment of (+)-Soran-
gicin A was achieved following our recently developed protocol for
the highly stereoselective synthesis of trans-2,6-disubstituted
dihydropyran through tandem isomerization followed by C–O
and C–C bond formation as the key steps. The other important
reactions include iodolactonization, base-induced isomerization,
and a proline-catalyzed asymmetric a-aminoxylation of aldehyde.
In addition, the problem of fixing the C25 asymmetric center by
following iodolactonization strategy has been sorted out.
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