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One-Pot, Enantioselective Synthesis of 2,3-Dihydroazulen-6(1H)-
one: A Concise Access to the Core Structure of Cephalotaxus

Norditerpenes

Yongsheng Zheng,[®! Ebrahim H. Ghazvini Zadeh,®! and Yu Yuan*!

Abstract: A one-pot enantioselective synthesis of cis-substi-
tuted 2,3-dihydroazulen-6(1H)-one is described. In this cascade
reaction, an organocatalyzed asymmetric Michael reaction fur-
nishes a highly optically pure nitrobutylphenol intermediate,
which is converted into an annulated tropone species by se-
quential oxidative dearomatization, conjugate addition, electro-
cyclic ring opening and nitrous acid elimination in the same
\reaction vessel. Both aliphatic and aromatic nitroalkenes are

good substrates for the one-pot reaction, and this protocol ap-
pears to be general for various phenylpropionaldehydes as well.
In the case of asymmetrically substituted phenylpropionalde-
hydes, the regioselectivity is likely determined by both the
steric and electronic properties of the substituents. This meth-
odology is successfully applied to the synthesis of the tricyclic
core structure of Cephalotaxus norditerpenes.

/

Introduction

Harringtonolide was first isolated from Cephalotaxus harringto-
nia, and X-ray crystallography analysis of the natural product
revealed that it possesses a complex, polysubstituted 2,3-di-
hydroazulen-6(1H)-one moiety fused with a heavily decorated
cyclohexane motif (Scheme 1).1" After the initial account, harring-
tonolide and related Cephalotaxus norditerpenes including hai-
nanolidol, fortunolide A and B were also extracted from other
Cephalotaxus species.”) Harringtonolide was reported to have
interesting antineoplastic and antiviral properties,® and a more
recent study from Nay's group found that harringtonolide ex-
hibits potent cytotoxicity to KB cells with an 1Cs of 43 nm.*! The
intriguing structural features, in conjunction with its anticancer
activity, have enticed significant synthetic efforts towards these
norditerpenes.”! To date, two elegant racemic total syntheses
of the norditerpenes have been achieved by Mander's group
and Tang's group. Both teams employed reliable chemistry to
create the polysubstituted precursor at an early stage and used
novel methodologies to construct the tropone motif at the late
stage of the synthesis. Mander and co-workers utilized a rho-
dium-catalyzed arene cyclopropanation followed by a ring ex-
pansion reaction to create the fused tricyclic system;! and
Tang's group disclosed a [5+2] cycloaddition reaction as the key
step to form the core structure of harringtonolide.[”!

One promising strategy for accomplishing an enantioselect-
ive total synthesis of harringtonolide is to create the 2,3-di-
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Scheme 1. Cephalotaxus norditerpenes and strategies to the core structure.

hydroazulen-6(1H)-one skeleton, an annulated tropone with
two cis substituents, in optically pure form, and subsequently
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introduce other essential functional groups on the core struc-
ture. There are many chemical methods to prepare tropones,
and they have been thoroughly reviewed in the literature.5"8!
However, employing the known chemistry to synthesize chiral
dihydroazulenones will require multiple operations to assemble
the stereocenters and the tropone motif. In this regard, a direct
enantioselective cascade protocol™ that allows access to chiral
dihydroazulenone in a one-pot operation is highly desirable.

Inspired by the methodology developed by Kende!'® and its
application to natural product total synthesis,"" we envision
that a polysubstituted, enantiomerically pure nitroalkane with
a pendant para-hydroxyphenyl group can be converted into the
corresponding dihydroazulenone, the core structure of harring-
tonolide, by sequential oxidative cyclization and ring expansion.
One advantage of this approach is that optically pure nitroal-
kanes are easily prepared by enantioselective Michael reactions,
for instance, organocatalyzed conjugate additions.!"?! To maxi-
mize the overall efficiency, it is appealing to carry out the conju-
gate addition and the subsequent oxidative dearomatization in
the same reaction vessel; thus we chose to convert the alde-
hyde group to the corresponding alcohol and to explore the
feasibility of accessing the enantiomerically pure dihydro-
azulenone in a one-pot process.

Results and Discussion

The Michael reaction between aldehyde 1a and nitrostyrene 2a
was effected by Jorgensen's catalyst!'3! (S)-3 in the presence
of 4-nitrophenol in toluene.l' Upon completion, the toluene
solution was diluted by an equal volume of MeOH followed by
the addition of 1.0 equiv. of NaBH,, which led to the clean
formation of an alcohol intermediate. Without any purification,
the reaction mixture was subjected to the oxidative conditions
to generate the optically pure dihydroazulenone, and the re-
sults are summarized in Table 1. First, inorganic metal salt based
single electron transfer (SET) reagents were evaluated for their

Table 1. Optimization for the one-pot reaction.!?!
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effectiveness to enable the oxidative dearomatization using
KOH as a base. Mild reagents such as Mn(OAc);!"*! and CuCl,!'®
only gave a negligible amount of anticipated product or turned
out to be completely ineffective; in contrast, strong SET rea-
gents such as Ce(NH,;)»(NOs)s and Ag,0O caused extensive de-
composition of the alcohol intermediate. To our delight,
Ks[Fe(CN)g], which was used in Kende's initial report,"® was
very effective in promoting the one-pot transformation and
gave the cis-disubstituted dihydroazulenone in 85 % yield. A
stabilized organic radical like TEMPO was also tested for the
one-pot reaction, but the desired dihydroazulenone was not
detected. KOH was the optimal base in our current investiga-
tion, and the attempts to replace it with organic bases, for ex-
ample iPr,NEt or DBU, were unsuccessful. In this one-pot proc-
ess, the stereoselectivity was determined by the organocata-
lyzed Michael reaction, and we were pleased to find out that
dihydroazulenone 4a was enantiomerically and diastereomeri-
cally highly pure (ee > 99 %, dr = 14:1). This protocol is very
reliable and can be extended to a gram-scale reaction, and di-
hydroazulenone 4a was obtained in comparable yield and ex-
cellent stereoselectivity.

With the optimized one-pot conditions in hand, we evalu-
ated the generality of this dihydroazulenone synthesis with dif-
ferent nitroalkenes as illustrated in Figure 1. Generally speaking,
substituted nitrostyrenes with either electron-donating or elec-
tron-withdrawing groups were well tolerated for this one-pot
protocol, and cis-dihydroazulenone 4b-4k were isolated in
good yields with excellent enantio- and diasteresoselectivity.
The mildly basic conditions can be adapted to more complex
aromatic groups with different electronic properties. For exam-
ple, nitro olefins derived from 1-naphthaldehyde, carbazole-3-
carbaldehyde and indole-3-carbaldehyde were successfully con-
verted into the optically highly pure dihydroazulenones in mod-
est to good yields. The modest yields of 4m and 4n were par-
tially attributed to the low solubility of the corresponding
nitronates in the mixed solvent. Aliphatic nitroalkenes also pro-

OH o
Ph Ph
>—+Ph (5 mol-%)
NO;
Ph N 2
. \|L H OTMS (s)3 4.0 equiv. base
NO,  4-nitrophenol (20 mol-%) 4.0 equiv. oxidant Eh
H™ "0 toluene, r.t., then MeOH OH :\OH
1a (1.0 equiv.) 2a (1.0 equiv.) N@BHa (1 equiv.) 4a
Entry Oxidant Base Yield [%)]™®
1 Mn(OAc)3 KOH <2
2 CuCl, KOH 0
3 Ce(NH,4),(NOs)g KOH decomposition
4 Ag,0 KOH decomposition
5 Ks[Fe(CN)e] KOH 85
6 TEMPO KOH 0
7 Ks[Fe(CN)e] DBU 0
8 Ks[Fe(CN)g] iPr,NEt 0
9 Ks[Fe(CN)g] KOH 83l

[a] All reactions were performed on a 0.4 mmol scale with 5 mol-% of (5)-3, 20 mol-% of 4-nitrophenol in toluene at room temp. [b] Isolated yield. [c] The

reaction was performed on a 1 g scale.
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(1) (S)-3, (5 mol-%), 4-nitrophenol (20 mol-%)
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Figure 1. Substrate scope for nitroalkenes.

ceeded smoothly under the optimized conditions and afforded
the desired dihydroazulenones 40 and 4p in enantiomerically
highly pure form. However, the Michael reactions with such ali-
phatic substrates had to be carefully monitored in order to
avoid prolonged reaction time, which would lead to very poor
dr values in the final products. Finally, we tested whether the
one-pot transformation was applicable to the preparation of
cyclohexane-fused tropones in an enantioselective manner. Un-
der the optimized conditions, when (hydroxyphenyl)butyralde-
hyde 1b was mixed with various nitrostyrenes, cyclohexane
fused tropones 4q-4v were conveniently prepared in similar
yields and selectivity to that of cyclopentane-fused counter-
parts.

The tropone motif in Cephalotaxus norditerpene has an addi-
tional methyl group besides the fused cyclopentane, and this
asymmetric substitution pattern warrants a systematic study of
regioselectivity in the second conjugate addition step. As illus-
trated in Figure 2, if the phenyl ring is asymmetrically substi-
tuted, the intramolecular conjugate addition can potentially
generate a distal isomer (red-arrow pathway) and a proximal
isomer (black-arrow pathway). To better understand the regio-
selectivity, we prepared an aldehyde that possesses a methyl
group to increase the steric hindrance at the B-position in one
of the conjugated enones in the spirocyclic intermediate, and
only distal isomer 4w was obtained according to the one-pot

Eur. J. Org. Chem. 2016, 2115-2119 www.eurjoc.org

(2) 0.1 N KOH, (4.0 equiv.) (
Ka[Fe(CN)g], (4.0 equiv.)
MeOH/H,0 (1:1), then 1 M citric acid

-Me: 4b, 83%, 11:1 dr, 98% ee
-MeO: 4c¢, 90%, 11:1 dr, 99% ee
-BnO: 4d, 93%, 14:1 dr, 98% ee
-O,N: 4e, 69%, 13:1 dr, 98% ee
-NC: 4f, 87%, 12:1 dr, 94% ee
-F3C: 49, 90%, 19:1 dr, 99% ee
-F: 4h, 77%, 16:1 dr, 94% ee
-Cl: 4i, 94%, 19:1 dr, 99% ee
-Br: 4j, 89%, 19:1 dr, 98% ee
-Br: 4k, 73%, 13:1 dr, 99% ee
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4n, 65%, 15:1 dr, 96% ee
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41, 92%, 16:1 dr, 99% ee

[0}

BnO

\

NBoc
CH,OH

40, 67%, 4:1 dr, 98% ee

R' = Ph: 4q, 73%, 17:1 dr, 98% ee

R'" = 4-MeCgHy: 4r, 77%, 19:1 dr, 99% ee
R' = 4-MeOCgH,: 4s, 75%, 14:1 dr, 98% ee
R" = 4-FCgH,: 4t, 83%, 19:1 dr, 99% ee

R' = 4-CICgH,: 4u, 83%, 19:1 dr, 99% ee
R' = 4-BrCgHy: 4v, 79%, 19:1 dr, 99% ee

protocol. In contrast, when a carboxylate group activated one
of the enone systems in the spirocyclic intermediate, only proxi-
mal isomer 4x was detected in the crude reaction mixture.
These results suggested that the regioselectivity was likely con-
trolled by the steric and electronic properties of the spirocyclic
Michael acceptor, but not the substituents or the stereochemis-
try on the cyclopentane. When the carboxylate group was re-
placed by a mildly electron-donating methyl group, proximal
isomer 4y was also formed exclusively with excellent stereose-
lectivity. However, when aldehyde 1c was used in the dihydro-
azulenone synthesis, a 1:1 mixture of the two regioisomers was
generated, albeit both 4z and 4z’ retained good optical purity.
Finally, we assessed whether the one-pot reaction was
applicable to hindered substrates. Thus, a dimethyl-substituted
aldehyde was treated with nitrostyrene 2a in the presence of
the organocatalyst, and the resulting product was subjected
to NaBH, reduction and oxidative dearomatization; the desired
dihydroazulenone 5 was isolated in 54 % vyield.

To illustrate the practical utility of the dihydroazulenones,
some of the one-pot products were used as substrates for dif-
ferent derivatizations (Scheme 2). Amination of the tropone 4w
was achieved by the treatment of hydrazine in EtOH,"'”? and
aminodihydroazulenone 6 was obtained as a single isomer. Aro-
matization of 4w to polysubstituted azulene 7, a family of com-
pounds that have found broad applications in materials science

© 2016 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim
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CHoOH CH,0H CH,OH
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94%, 17:1 dr, 99% ee

(0]
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Br
2a
one-pot Ph
H,OH
H Y0 8
1c 4z

42/42' = 1:1,71%, 16:1 dr
4z 99% ee, 42" 98% ee

Figure 2. Regioselectivity of asymmetrically substituted aldehydes.

and optics,['® was accomplished in two steps: first, the free
alcohol was protected as the corresponding acetate, and then
the carbonyl group was converted into the geminal dichlor-

4x, single regioisomer
78%, 13:1 dr, 99% ee

4y, single regioisomer
78%, 14:1 dr, 99% ee

> 20:1 dr, 99% ee

o : o
Br
mPh “Ph
CH,OH | CH,0H
4 | 5,54%

ide™ followed by elimination and aerobic oxidation. In the
third transformation, vinyl bromide 4z was proven to be a valid
substrate for the transition-metal-catalyzed cross-coupling reac-
tion. Under the effect of catalytic amounts of Pd(PPhs), and
Cul,”29 furylstannane was treated with 4z to smoothly afford

(0} O
HoN furyltropone 8 in 79 % yield.
NHNH,+H,0 Finally, we turned our attention to demonstrating the power
oM 1L 8 1 99% of the one-pot protocol by preparing the ABC ring skeleton of
Ph ollislis Billi=20 Ph Cephalotaxus norditerpenes. The synthesis commenced from
CH,OH CH,OH the unlc.)n .Of aIdehyc?e. 1d and nltroz.alkene .2b (Schem.e 3). Undgr
the optimized conditions, the readily available starting materi-
4w 6 als underwent sequential Michael addition, NaBH, reduction,
0 Cl
1. Ac,0, EtzN, DCM OH (1) (R)-3 (5 mol-%) o
DG Ll NO2 fln itrophetn 0tlh(zo ﬂogﬁ) 1.2 equiv. DMP.
1 oluene, r.t., then Me! .2 equiv. :
2.(COCl),, DCM, air O N NaBH, (1.0 equiv.) DCM, rt., 20 min
° o, _—
Ph 0°Ctor.t,3h,34% Ph = @0 1N @ Dai) —
CHZ0H CHy0Ac \ MeOHIH,0 (1)
7 H™ O then 1 M citric acid HO
4w one-pot, single regioisomer \
& 5 \ 1d 2b 70% yield, 6:1 dr, 96% ee 9
|
Br D*SnB% (¢} 9 o
0 (1.2 equiv.) (1) 1.2 equiv. Ph3P=CHCO,Et @
CH,Cly, rit,, 2h
Pd(PPhs)s, (5 mol-%) Ph
Ph Cul (5 mol-%) Ph <2>(CyaF(>1>%a2RIu7 G
° 0, mol-%;
CH,0OH BIMF: 80 65 2. 9% CH,OH 07 \ DCM, reflux, 3 h g Harringtonolide
78% over 2 steps
4z 8 10 1
Scheme 2. Derivatization of dihydroazulenones. Scheme 3. Synthesis of the tricyclic ring skeleton of harringtonolide.
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and oxidative dearomatization to afford dihydroazulenone 9 as
a single regioisomer in 70 % yield with 6:1 dr and 96 % ee. The
pedant alcohol group was oxidized by Dess—Martin periodinane
to give aldehyde 10 in 75 % yield, and the diastereomers were
separated at this stage. Conversion of the C=0 bond into a C=
C bond was achieved by standard Wittig reaction using a stabi-
lized phosphorane, and the resulting enone was subjected to
ring-closing metathesis under the effect of Grubbs' first-genera-
tion catalyst to furnish compound 11 with the desired tricyclic
framework in 78 % yield.

Conclusions

We have developed a highly efficient, one-pot procedure to
prepare enantiomerically pure 2,3-dihydroazulen-6(1H)-ones by
organocatalyzed Michael reaction and selective oxidative dea-
romatization. This protocol has been extended to a diverse
range of nitroalkenes to give the desired tropone derivatives
with remarkable efficiency. When the methodology is applied
to various aldehydes bearing asymmetrically substituted aro-
matic rings, the distinctive regioselectivity pattern is likely an
outcome of both steric and electronic influences of the substit-
uent. Finally, we demonstrate the power of this methodology
by preparing the tricyclic framework of Cephalotaxus norditer-
penes, and we will continue our investigation on the enantiose-
lective total synthesis of harringtonolide by this one-pot proto-
col with more complex precursors.

Acknowledgments

Financial support from the University of Central Florida is great-
fully acknowledged. We thank Mr. Chance Reimer for the prepa-
ration of some racemic samples.

Keywords: One-pot - Enantioselective -
Dihydroazulenone - Norditerpene

Organocatalysis -

[1] J. G. Buta, J. L. Flippen, W. R. Lusby, J. Org. Chem. 1978, 43, 1002-1003.
[2] a) N. J. Sun, Z. Xue, X. T. Liang, L. Huang, Acta Pharm. Sin. 1979, 14, 39—
44; b) J. Du, M. H. Chiu, R. L. Nie, J. Nat. Prod. 1999, 62, 1664-1665.

[3] S. Q. Kang, S. Y. Cai, L. Teng, Acta Pharm. Sin. 1981, 16, 867-868.

[4] L. Evanno, A. Jossang, J. Nguyen-Pouplin, D. Delaroche, P. Herson, M.
Seuleiman, B. Bodo, B. Nay, Planta Med. 2008, 74, 870-872.

[5] Fragment synthesis: a) H. B. Zhang, D. C. Appels, D. C. R. Hockless, L. N.
Mander, Tetrahedron Lett. 1998, 39, 6577-6580; b) L. N. Mander, T. P.
O'Sullivan, Synlett 2003, 1367-1369; c) L. Evanno, A. Deville, L. Dubost,
A. Chiaroni, B. Bodo, B. Nay, Tetrahedron Lett. 2007, 48, 2893-2896; d)
T. P. O'Sullivan, H. B. Zhang, L. N. Mander, Org. Biomol. Chem. 2007, 5,
2627-2635; e) H. Abdelkafi, L. Evanno, P. Herson, B. Nay, Tetrahedron Lett.
2011, 52, 3447-3450; f) V. Hegde, M. Campitelli, R. J. Quinn, D. Camp,

Eur|OC

European Journal
of Organic Chemistry

Communication

Org. Biomol. Chem. 2011, 9, 4570-4579; g) H. Abdelkafi, P. Herson, B. Nay,
Org. Lett. 2012, 14, 1270-1273; h) H. Abdelkafi, B. Nay, Nat. Prod. Rep.
2012, 29, 845-869; i) W. L. Li, Asian J. Chem. 2012, 24, 1411-1412.

a) B. Frey, A. P. Wells, D. H. Rogers, L. N. Mander, J. Am. Chem. Soc. 1998,

120, 1914-1915; b) D. H. Rogers, B. Frey, F. S. Roden, F. W. Russkamp,

A. C. Willis, L. N. Mander, Aust. J. Chem. 1999, 52, 1093-1108; c) B. Frey,

A. P. Wells, F. Roden, T. D. Au, D. C. Hockless, A. C. Willis, L. N. Mander,

Aust. J. Chem. 2000, 53, 819-830.

M. Zhang, N. Liu, W. P. Tang, J. Am. Chem. Soc. 2013, 135, 12434-12438.

Selected reviews: a) P. L. Pauson, Chem. Rev. 1955, 55, 9-136; b) F. Pietra,

Chem. Rev. 1973, 73, 293-364; c) F. Pietra, Acc. Chem. Res. 1979, 12, 132-

138; d) M. G. Banwell, Aust. J. Chem. 1991, 44, 1-36; ) T. Graening, H. G.

Schmalz, Angew. Chem. Int. Ed. 2004, 43, 3230-3256-3318; Angew. Chem.

2004, 116, 3292; f) N. Liu, W. Song, C. M. Schienebeck, M. Zhang, W.

Tang, Tetrahedron 2014, 70, 9281-9305; g) C. Meck, M. P. D’Erasmo, D. R.

Hirsch, R. P. Murelli, Med. Chem. Commun. 2014, 5, 842-852.

Selected reviews: a) C. M. R. Volla, L. Atodiresei, M. Rueping, Chem. Rev.

2014, 114, 2390-2431; b) D.-H. Zhang, X.-Y. Tang, M. Shi, Acc. Chem. Res.

2014, 47, 913-924; c) Y. Zhu, L. Sun, P. Lu, Y. Wang, ACS Catal. 2014, 4,

1911-1925; d) P. Chauhan, S. Mahajan, U. Kaya, D. Hack, D. Enders, Adv.

Synth. Catal. 2015, 357, 253-281; e) J. M. Smith, J. Moreno, B. W. Boal,

N. K. Garg, Angew. Chem. Int. Ed. 2015, 54, 400-412; Angew. Chem. 2015,

127, 410-422; f) F. Vetica, R. M. de Figueiredo, M. Orsini, D. Tofani, T.

Gasperi, Synthesis 2015, 47, 2139-2184; g) Y. Wang, H. Lu, P-F. Xu, Acc.

Chem. Res. 2015, 48, 1832-1844.

[10] A. S. Kende, K. Koch, Tetrahedron Lett. 1986, 27, 6051-6054.

[11] S. K. Hong, H. Kim, Y. Seo, S. H. Lee, J. K. Cha, Y. G. Kim, Org. Lett. 2010,

12, 3954-3956.

a) F. Peng, Z. Shao, J. Mol. Catal. A 2008, 285, 1-13; b) C. Bhanja, S. Jena,

S. Nayak, S. Mohapatra, Beilstein J. Org. Chem. 2012, 8, 1668-1694; c) U.

Scheffler, R. Mahrwald, Chem. Eur. J. 2013, 19, 14346-14396; d) J. Duan,

P. Li, Catal. Sci. Technol. 2014, 4, 311-320; e) X. Hou, Z. Ma, J. Wang, H.

Liu, Chin. J. Org. Chem. 2014, 34, 1509-1522.

a) A. Mielgo, C. Palomo, Chem. Asian J. 2008, 3, 922-948; b) E. Marques-

Lopez, R. P. Herrera, Curr. Org. Chem. 2011, 15, 2311-2327; ¢) K. L. Jensen,

G. Dickmeiss, H. Jiang, L. Albrecht, K. A. Jorgensen, Acc. Chem. Res. 2012,

45, 248-264.

[14] a) Y. Hayashi, H. Gotoh, T. Hayashi, M. Shoji, Angew. Chem. Int. Ed. 2005,
44, 4212-4215; Angew. Chem. 2005, 117, 4284-4287; b) K. Patora-
Komisarska, M. Benohoud, H. Ishikawa, D. Seebach, Y. Hayashi, Helv.
Chim. Acta 2011, 94, 719-745.

[15] B. B. Snider, Chem. Rev. 1996, 96, 339-363.

[16] U. Jahn, D. Rudakov, P. G. Jones, Tetrahedron 2012, 68, 1521-1539.

[17] H. Takaya, Y. Hayakawa, S. Makino, R. Noyori, J. Am. Chem. Soc. 1978,
100, 1778-1785.

[18] Selected applications: a) S. Ito, N. Morita, Eur. J. Org. Chem. 2009, 4567—
4579; b) P. Gasiorski, K. S. Danel, M. Matusiewicz, T. Uchacz, A. V. Kityk, J.
Lumin. 2010, 130, 2460-2468; c) F. Wang, T. T. Lin, C. He, H. Chi, T. Tang,
Y-H. Lai, J. Mater. Chem. 2012, 22, 10448-10451; d) B. Devendar, C.-P.
Wu, C.-Y. Chen, H.-C. Chen, C.-H. Chang, C.-K. Ku, C.-Y. Tsai, C.-Y. Ku, Tetra-
hedron 2013, 69, 4953-4963; e) M. Koch, O. Blacque, K. Venkatesan, J.
Mater. Chem. C 2013, 1, 7400-7408; f) T. Tang, T. Lin, F. Wang, C. He,
Polym. Chem. 2014, 5, 2980-2989; g) T. Umeyama, Y. Watanabe, T. Miyata,
H. Imahori, Chem. Lett. 2015, 44, 47-49.

[19] T. V. Nguyen, A. Bekensir, Org. Lett. 2014, 16, 1720-1723.

[20] D. Alagille, R. M. Baldwin, B. L. Roth, J. T. Wroblewski, E. Grajkowska, G. D.
Tamagnan, Bioorg. Med. Chem. Lett. 2005, 15, 945-949.

S

ES

s

[12

[13

Received: March 15, 2016
Published Online: April 5, 2016

Eur. J. Org. Chem. 2016, 2115-2119 www.eurjoc.org

2119

© 2016 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim



