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ABSTRACT: Inspired by their potential biosynthesis, we have developed divergent total
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syntheses of seven monoterpene indole alkaloids including mersicarpine, leuconodines B Qifﬂﬂ T COx>
and D, leuconoxine, melodinine E, leuconolam, and rhazinilam, and one unnatural analogue ! S & o~ e

with an unprecedented structural skeleton. The key steps involve a Witkop—Winterfeldt
oxidative indole cleavage followed by transannular cyclization. The transannular cyclization
product was then converted to the corresponding structural skeletons by pairing its

functional groups into different reaction modes.

N ature has endowed us with many small-molecule natural
products with important functions and diverse structural
skeletons. These molecules are indispensable to the discovery of
life-saving drug molecules for various human diseases." Among
them, the terpene indole alkaloids (TIAs) are one of the most
important families, from which drug molecules such as
vinblastine, vincristine, yohimbine, ajmalicine, ajmaline, quinine,
and camptothecin have been identified.” Biosynthetically, the
TIAs are produced from the combination of tryptamine and
secologanin.” Following structural rearrangement of the resulting
strictosidine, several major TIA subfamilies are produced
including the aspidosperma, iboga, corynanthe, ajmalan, and
quinoline subfamily. Monoterpene indole alkaloids with novel
structural skeletons were isolated as well such as mersicarpine (2,
Scheme 1A),*" leuconodines (3—6),”"* leuconoxine (7),°%'
melodinine E (8),”°%"° leuconolam (9),® rhazinilam (10),”*"
rhazinal (11),"”*®?!' rhazincine (12),"”™ and meloscine
(13)." Biologically, leuconodine E showed moderate activity
in reversing multidrug resistance in vincristine-resistant KB cells,
and rhazinilam was identified to interfere with tubulin polymer-
ization." Biosynthetically (Scheme 1B), these TIA members are
proposed to be derived from the aspidosperma subfamily such as
aspidospermidine (1).'* Cleavage of the C,—C, bond of A (the
original indole ring of tryptamine) would give rise to skeleton B
resembling the core structure of 9—12. Bond formation between
N, and C,, would provide skeleton C, which is the core structure
of 3—8. Additional N-migration from C,; to C; followed by
fragmentation would produce skeleton E (cf. C —> D — E), the
carbon skeleton of mersicarpine (2). On the other hand, C,—C,¢
bond formation from B would give the meloscine skeleton F. C,
migration from C, to C 4 of A would give the same product. Due

-4 ACS Publications  ©2014 American Chemical Society

6216

mersicarping {2)
I

H
leueonalam (8) leuconodine B (4)
, 0

TN o

"3 = Y ~f
-y Lo o N >
N _ | i
C VAt o o - N .
<_§_ ~0 Q_J{h! %5/ o™~ e
rhazinilam (10} il 1 meladinine E (8]
[+] R!‘,\WI H i-h. » H ,-._f,o
O MR WA
u} ON e 04\‘““/ Me
] oS (7

to their intriguing structures and important biological activity, a
significant amount of synthetic efforts have been directed toward
their de novo chemical synthesis and elegant total syntheses of
several of them have been developed.*™'* Notably, while we were
working toward the total synthesis of these molecules, Zhu et al.
recently reported an efficient and unified synthesis of 2, 4, 7, 8,
and 9.7

Our interest'® in developin% functional group pairing
strategies'~ for divergent synthesis ° of complex bioactive natural
products prompted us to synthesize these intriguing rearranged
TIAs and their analogues. Inspired by their potential biosyn-
thesis, we wondered about the possibility of synthesizing them
from intermediate 14. As shown in our synthetic plan (Scheme
1C), we envisioned a Witkop—Winterfeldt oxidative indole
cleavage of the C,—C, bond of compound 14 would give nine-
membered lactam 15." Transannular cyclization of N; and C,,
of compound 15 would provide pivotal intermediate 16. By
tuning the functional groups of this reactive intermediate into
different reaction modes, we were hoping to obtain three
structural skeletons: mersicarpine (2), 17, and 18, via a
Staudinger—aza-Wittig reaction,”® a Bestmann ketene lactoniza-
tion,”" and an azide reduction followed by cyclization,
respectively. The latter two intermediates would then be
converted to several monoterpene indole natural products and
unnatural analogues. Herein, we report efficient and divergent
total syntheses of mersicarpine (2), leuconodine B (4),
leuconoxine (7), melodinine E (8), leuconolam (9), and
rhazinilam (10), an unnatural analogue with an unprecedented
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Scheme 1. Structures of Representative Monoterpene Indole
Alkaloids, Their Potential Biosynthesis, and Our Proposed
Divergent Synthesis
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structural skeleton (24), and the first total synthesis of
leuconodine D (5).

Our synthesis commenced with commercially available
starting material 19 (Scheme 2), which can be readilzf synthesized
in one step from Fischer indole synthesis as well.** Compound
19 was advanced to allyl ketocarboxylate 20 via a Boc-protection,
a-carboxylation, and ethylation in excellent yield. Pd,(dba);-
catalyzed decarboxylative allylation®® in the presence of the
DPPE ligand followed by Boc-removal converted 20 to 21.** The
latter was transformed to azidoketone 14 smoothly via
hydroboration/oxidation, mesylation, and Sy2 azide replace-
ment. With intermediate 14 in hand, we started to explore the
proposed Witkop—Winterfeldt oxidative indole cleavage. After
extensive investigations of various commonly used oxidative
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conditions, we found that freshly purified mCPBA under
anhydrous conditions successfully cleaved the indole ring.*®
The primary 9-membered lactam 15 underwent spontaneous
transannular cyclization to provide tricyclic hemiaminal 16 as a
2/1 mixture of diastereomers. Compound 16 was not stable on
silica gel, and the crude product after base wash was either used
directly in the next step or purified quickly with flash
chromatography. Upon treatment of crude 16 with PPh;, a
Staudinger—aza-Wittig process proceeded smoothly to produce
mersicarpine (2) as a single diastereomer in 43% yield from 14.
Presumably, the hemiaminal center epimerized under the
reaction conditions to give the desired stereoisomer.

We then advanced compound 16 to lactone 23 by employing a
Bestmann ketene lactonization in 83% yield. The primary
cycloadducts were produced as ~2/1 diastereomers at C,; and
converged to 23 after purification on a silica gel flash column.
Our original plan was to divergently convert 23 to melodinine E
(8) and rhazinilam (10). We were hoping that, after reduction of
the azide group of 23 to a primary amine, an intramolecular
aminolysis of the lactone would take place to provide melodinine
E (8) in one step. Upon selective reduction of the lactone group
of 23 to a lactol, we were also hoping to develop a one-pot
simultaneous double bond and azide reduction followed by
Paal—Knorr pyrrole synthesis to synthesize rhazinilam (10) from
23 in two steps. In short, all of our attempts toward these two
goals were not successful. Notably, when the azide group of 23
was reduced by Ph;P, compound 24 with an unprecedented
structural skeleton was produced in good yield.

We then converted azide 16 to acetamide 25 via catalytic
hydrogenation and in situ amide formation. The latter upon acid
treatment cyclized to give compound 18, Zhu’s intermediate for
their leuconolam-leuconoxine terpene indole alkaloid syntheses,
in 30% yield over three steps from 14. Interestingly, when we
followed Zhu'’s procedure to synthesize leuconodine B (cf. 18 —
4), the NMR spectra of our synthetic leuconodine B (4) do not
match completely with those reported by Zhu et al,'* but match
those reported by Tokuyama et al. (see the Supporting
Information for details).’® Zhu et al. obtained a crystal structure
of 4 to support their structure. We were able to obtain a crystal
structure of 4 to unambiguously confirm our structure
assignment as well.*® We then converted leuconodine B (4) to
melodinine E (8) via a formal dehydration process, then to
leuconoxine (7) via catalytic hydrogenation. In order to convert
the latter to leuconodine D (5), a chemoselective reduction of
the five-membered tertiary lactam in the presence of the six-
membered tertiary lactam was needed. Reducing reagents such as
DIBAL-H selectively reduced the six-membered lactam presum-
ably due to the electron-withdrawing and conjugative effect of
the aromatic ring on the six-membered lactam as well as the
stereoelectronic effect, which makes it more susceptible to
hydride reduction. After extensive investigation, we were able to
effectively reduce the five-membered lactam by treating 7 with
Meerwein’s salt (Me;OBF,) to probably form a methylated
amidinium intermediate that was then reduced by sodium
cyanoborohydride in one 7pot to complete the first total synthesis
of leuconodine D (5).*” The success of this chemoselective
process presumably relies on the relatively more nucleophilic
nature of the five-membered lactam vs the six-membered lactam
of 7 in the presence of Meerwein’s methylating reagent.
Additionally, we were able to rearrange melodinine E (8) to
leuconolam (9) following Zhu’s acid treatment procedure. To
convert leuconolam (9) to rhazinilam (10), which contains a
strained nine-membered lactam ring incorporating a biaryl
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Scheme 2. Divergent Total Syntheses of Seven Monoterpene Indole Alkaloids
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moiety, a chemoselective reduction of the S-hydroxy-pyrrolone
of 9 was needed. After extensive investigation, we developed the
first direct conversion of leuconolam (9) to rhazinilam (10) in
74% yield in an atropselective manner by DIBAL-H reduction.
Notably, Gaunt recently developed an elegant three-step
procedure to convert rhazinilam (10) to aspidospermidine (1).”

In summary, we have developed efficient and divergent total
syntheses of seven monoterpene indole alkaloids. The syntheses
feature a Witkop—Winterfeldt oxidative indole cleavage followed
by a transannular cyclization to provide pivotal intermediate 16,
which was then advanced to three key skeletons 2, 23, and 18 by
tuning the functional groups of 16 into a Staudinger—aza-Wittig
reaction, a Bestmann ketene lactonization, and an amide
synthesis followed by aminal formation, respectively. Compound
18 served as a platform for the total synthesis of leuconodine B
(4), melodinine E (8), leuconoxine (7), leuconolam (9), and
rhazinilam (10) and the first total synthesis of leuconodine D
(5). Closely related unnatural analog 24 with a novel structural
skeleton was synthesized as well. This concise and flexible
synthetic route provides new insights in the potential biosyn-
thesis of these terpene indole alkaloids and offers opportunities
to create analogues and focused libraries based on them for
anticancer drug discovery.

6218

B ASSOCIATED CONTENT
© Supporting Information

Experimental procedures and characterization for new com-
pounds are provided. This material is available free of charge via
the Internet at http://pubs.acs.org.

B AUTHOR INFORMATION
Corresponding Author

*E-mail: mjdai@purdue.edu.
Author Contributions

*Y.Y. and Y.B. contributed equally.
Notes

The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

We thank Prof. Y. Xia’s group at Purdue University for MS
assistance and Prof. D. Lupton at Monash University for
experimental suggestions of the decarboxylation step. We thank
the New York University Molecular Design Institute for the
purchase of the Bruker SMART APEXII Diffractometer and Dr.
Chunhua Hu at NYU for assistance with data collection and
structure determination. We thank Purdue University for the
support and the NIH (P30CA023168) for supporting shared
NMR resources to the Purdue Center for Cancer Research.

dx.doi.org/10.1021/0l503150c | Org. Lett. 2014, 16, 6216—6219



Organic Letters

B REFERENCES

(1) (a) Nicolaou, K. C.; Montagnon, T. Molecules that Changed the
World; Wiley-VCH: Weinheim, 2008. (b) Wilson, R. M.; Danishefsky, S.
J. Angew. Chem., Int. Ed. 2010, 49, 6032. (c) Newman, D. J.; Cragg, G. M.
J. Nat. Prod. 2012, 75, 311.

(2) For reviews: (a) Hajicék, J. Collect. Czech. Chem. Commun. 2011,
76,2023. (b) Ishikura, M.; Abe, T.; Choshi, T.; Hibino, S. Nat. Prod. Rep.
2013, 30, 694.

(3) O’Connor, S. E.; Maresh, J. J. Nat. Prod. Rep. 2006, 23, 532.

(4) For isolation and synthesis: (a) Kam, T.-S.; Subramaniam, G.; Lim,
K.-H.; Choo, Y.-M. Tetrahedron Lett. 2004, 45, 5995. (b) Magolan, J.;
Carson, C. A,; Kerr, M. A. Org. Lett. 2008, 10, 1437. (c) Nakajima, R.;
Ogino, T.; Yokoshima, S.; Fukuyama, T. J. Am. Chem. Soc. 2010, 132,
1236. (d) Iwama, Y.; Okano, K.; Sugimoto, K.; Tokuyama, H. Org. Lett.
2012, 14,2320. (e) Iwama, Y.; Okano, K; Sugimoto, K.; Tokuyama, H.
Chem.—Eur. ]. 2013, 19, 932S. (f) Lv, Z,; Li, Z,; Liang, G. Org. Lett.
2014, 16, 1653. (g) Biechy, A,; Zard, S. Z. Org. Lett. 2009, 11, 2800.
(h) Zhong, X; Li, Y; Han, F.-S. Chem.—Eur. ]. 2012, 18, 9784.
(i) Zhong, X; Qj, S; Li, Y.; Zhang, J.; Han, F.-S. Tetrahedron 2014,
http://dx.doi.org/10.1016/j.tet.2014.07.095.

(5) For isolation and synthesis: (a) Gan, C.-Y.; Low, Y.-Y.; Thomas, N.
F.; Kam, T.-S. . Nat. Prod. 2013, 76, 957. (b) Feng, T.; Cai, X.-H; Zhao,
P.-J; Du, Z.-Z,; Li, W.-Q; Luo, X.-D. Planta. Med. 2009, 75, 1537.
(c) Umehara, A.; Ueda, H.; Tokuyama, H. Org. Lett. 2014, 16, 2526.

(6) Abe, F.; Yamauchi, T. Phytochemistry 1993, 35, 169.

(7) Feng, T.; Cai, X.-H,; Liu, Y.-P.; Li, Y.,; Wang, Y.-Y,; Luo, X.-D. J.
Nat. Prod. 2010, 73, 22.

(8) For isolation and synthesis: (a) Goh, S. H.; Wei, C.; Ali, A. R. M.
Tetrahedron Lett. 1984, 25, 3483. (b) Banwell, M. G.; Beck, D. A. S.;
Willis, A. C. ARKIVOC 2006, 163. (c) Izgu, E. C.; Hoye, T. R. Chem. Sci.
2013, 4, 2262. (d) Goh, S. H.; Ali, A. R. M. Tetrahedron Lett. 1996, 27,
2501. (e) Low, Y.-Y,; Hong, F.-J.; Lim, K.-H.; Thomas, N. F.; Kam, T.-S.
J. Nat. Prod. 2014, 77, 327.

(9) For isolation and synthesis: (a) Abraham, D. J.; Rosenstein, R. D.;
Lyon, R.L.; Fong, H. H. S. Tetrahedron Lett. 1972, 13,909. (b) De Silva,
K. T.; Ratcliffe, A. H.; Smith, G. F.; Smith, G. N. Tetrahedron Lett. 1972,
13,913. For areview: (c) Baudoin, O.; Gunard, D.; Guritte, F. Mini-rev.
Org. Chem. 2004, 1, 333. (d) Ratcliffe, A. H.; Smith, G. F.; Smith, G. N.
Tetrahedron Lett. 1973, 14, 5179. (e) Johnson, J. A.; Sames, D. J. Am.
Chem. Soc. 2000, 122, 6321. (f) Magnus, P.; Rainey, T. Tetrahedron
2001, 57, 8647. (g) Johnson, J. A,; Li, N.; Sames, D. J. Am. Chem. Soc.
2002, 124, 6900. (h) Bowie, A. L., Jr.; Hughes, C. C; Trauner, D. Org.
Lett. 2005, 7, 5207. (i) Liu, Z.; Wasmuth, A. S.; Nelson, S. G. J. Am.
Chem. Soc. 2006, 128, 10352. (j) McMurray, L.; Beck, E. M.; Gaunt, M. J.
Angew. Chem,, Int. Ed. 2012, 51,9288. (k) Gu, Z.; Zakarian, A. Org. Lett.
2010, 12, 4224. (1) Sui, X;; Zhy, R; Li, G.; Ma, X;; Gu, Z. J. Am. Chem.
Soc. 2013, 135, 9318. (m) Sugimoto, K.; Toyoshima, K.; Nonaka, S.;
Kotaki, K.; Ueda, H.; Tokuyama, H. Angew. Chem., Int. Ed. 2013, 52,
7168. (n) Gualtierotti, ].-B.; Pasche, D.; Wang, Q.; Zhu, J. Angew. Chem.,
Int. Ed. 2014, 53,9926. (0) Su, Y.; Zou, H.; Chen, J.; Xu, J.; Wu, X; Lin,
A.; Yao, H. Org. Lett. 2014, 16, 4884.

(10) For isolation and synthesis: (a) Kam, T. S; Tee, Y. M;
Subramaniam, G. Nat. Prod. Lett. 1998, 12, 307. (b) Banwell, M. G.;
Edwards, A. J.; Jolliffe, K. A.; Smith, J. A.; Hamel, E.; Verdier-Pinard, P.
Org. Biomol. Chem. 2003, 1, 296. (c) Bowie, A. L.; Trauner, D. J. Org.
Chem. 2009, 74, 1581.

(11) For isolation and synthesis: (a) Kam, T.-S.; Subramaniam, G.;
Chen, W. Phytochemistry 1999, 51, 159. (b) Gerasimenko, I; Sheludko,
Y.; Stockigt, J. J. Nat. Prod. 2001, 64, 114. (c) Beck, E. M.; Hatley, R;
Gaunt, M. J. Angew. Chem., Int. Ed. 2008, 47, 3004.

(12) For isolation and synthesis: (a) Bernauer, K.; Englert, G.; Vetter,
W. Experientia 1968, 21, 374. (b) Plat, M.; Hachem-Mehri, M.; Koch,
M,; Scheidegger, U.; Potier, P. Tetrahedron Lett. 1970, 11, 339S.
(c) Daudon, M.; Mehri, M. H; Plat, M. M.; Hagaman, E. W.; Wenkert,
E. J. Org. Chem. 1976, 41, 3275. (d) Mehri, H; Diallo, A. O.; Plat, M.
Phytochemistry 1995, 40, 100S. (e) Overman, L. E.; Robertson, G. M.;
Robichaud, A. J. J. Org. Chem. 1989, 54, 1236. (f) Overman, L. E;
Robertson, G. M.; Robichaud, A. J. J. Am. Chem. Soc. 1991, 113, 2598.
(g) Selig, P.; Bach, T. Angew. Chem., Int. Ed. 2008, 47, 5082. (h) Selig, P.;

6219

Herdtweck, E.; Bach, T. Chem.—Eur. J. 2009, 15, 3509. (i) Hayashi, Y.;
Inagaki, F.; Mukai, C. Org. Lett. 2011, 13, 1778. (j) Zhang, H.; Curran,
D. P. J. Am. Chem. Soc. 2011, 133, 10376.

(13) (a) David, B.; Sévenet, T.; Morgat, M.; Guénard, G.; Moisand, A ;
Tollon, Y.; Thioson, O.; Wright, M. Cell Motil. Cytoskeleton 1994, 28,
317. (b) Edler, M. C; Yang, G.; Jung, M. K; Bai, R;; Bornmann, W. G;
Hamel, E. Arch. Biochem. Biophys. 2009, 487, 98.

(14) (a) Hugel, G.; Lévy, J.; Le Men, J. Tetrahedron Lett. 1974, 15,
3109. (b) Croquelois, G.; Kunesch, N.; Poisson, J. Tetrahedron Lett.
1974, 15,4427. (c) Goh, S. H.; Razak, A.; Ali, M. Tetrahedron Lett. 1986,
27,2501. (d) David, B.; Sévenet, T.; Thoison, O.; Awang, K.; Pais, M;
Wright, M.; Guénard, D. Bioorg. Med. Chem. Lett. 1997, 7, 2155.

(15) Xu, Z.; Wang, Q; Zhy, J. J. Am. Chem. Soc. 2013, 135, 19127.

(16) (a) Yang, Y.; Haskins, C. W.; Zhang, W.; Low, P. L.; Dai, M.
Angew. Chem., Int. Ed. 2014, 53, 3922. (b) Yang, Y.; Dai, M. Synlett 2014,
2§, 2093.

(17) (a) Comer, E.; Rohan, E.; Deng, L.; Porco, J. A. Org. Lett. 2007, 9,
2123. (b) Nielsen, T. E.; Schreiber, S. L. Angew. Chem., Int. Ed. 2008, 47,
48. (c) Zhang, J.; Wu, J.; Hong, B.; Ai, W.; Wang, X; Li, H.; Lei, X. Nat.
Commun. 2014, S, 4614.

(18) (a) Boger, D. L.; Brotherton, C. E. J. Org. Chem. 1984, 49, 4050.
(b) Richter, J. M; Ishihara, Y.; Masuda, T.; Whitefield, B. W.; Llamas, T;
Pohjakallio, A;; Baran, P. S. J. Am. Chem. Soc. 2008, 130, 17938.
(c) Jones, S. B.; Simmons, B.; Mastracchio, A.; MacMillan, D. W. C.
Nature 2011, 475, 183. (d) Snyder, S. A.; Gollner, A; Chiriac, M. L
Nature 2011, 474, 461. (e) Hang, S.; Fang, L.; Tan, C.; Shi, L.; Zhang,
W.; Li, C.-C;; Luo, T.; Yang, Z. J. Am. Chem. Soc. 2011, 133, 14944.
(f) Bian, M.; Wang, Z.; Xiong, X.; Sun, Y.; Matera, C.; Nicolaou, K. C;
Li, A. J. Am. Chem. Soc. 2012, 133, 8078. (g) Yue, G.; Zhang, Y.; Fang, L.;
Li, C.-C,; Luo, T.; Yang, Z. Angew. Chem., Int. Ed. 2014, 53, 1837.

(19) (a) Witkop, B.; Patrick, J. P.; Rosenblum, M. J. Am. Chem. Soc.
1951, 73, 2641. (b) Winterfeldt, E. Liebigs Ann. Chem. 1971, 74S, 23.
(c) Mentel, M; Breinbauer, R. Curr. Org. Chem. 2007, 11, 159. (d) Liu,
S.; Scotti, J. S.; Kozmin, S. A. . Org. Chem. 2013, 78, 864S. (e) Lu, Z.;
Yang, M,; Chen, P; Xiong, X,; Li, A. Angew. Chem., Int. Ed. DOI:
10.1002/anie.201406626.

(20) Chen, J.; Forsyth, C. J. Org. Lett. 2003, S, 1281.

(21) (a) Stork, G.; West, F.; Lee, H. Y.; Isaacs, R. A.; Manabe, S. J. Am.
Chem. Soc. 1996, 118, 10660. (b) Basabe, P.; Bodero, O.; Marcos, L. S ;
Diez, D.; de Roman, M,; Blanco, A.; Urones, J. G. Tetrahedron 2007, 63,
11838. (c) Bestmann, H. J.; Sandmeier, D. Chem. Ber. 1980, 113, 274.
(d) Bestmann, H. J. Angew. Chem., Int. Ed. Engl. 1977, 16, 349.

(22) For reviews: (a) Taber, D. F.; Tirunahari, P. K. Tetrahedron 2011,
67, 7195. (b) Robinson, B. Chem. Rev. 1963, 63, 373.

(23) For reviews: (a) Weaver, J. D; Recio, A, III; Grenning, A. J.;
Tunge, J. A. Chem. Rev. 2011, 111, 1846. (b) Mobhr, J. T.; Stoltz, B. M.
Chem.—Asian J. 2007, 2, 1476.

(24) (a) Gartshore, C. J.; Lupton, D. W. Angew. Chem., Int. Ed. 2013,
§2, 4113 (this reaction was conducted in an enantioselective manner
with a 93% yield and 80% ee (0.1 mmol scale) in this work).
(b) Gartshore, C. J.; Lupton, D. W. Aust. J. Chem. 2013, 66, 882. (c) Li,
Z.; Zhang, S.; Wu, S.; Shen, X,; Zou, L.; Wang, F.; Li, X; Peng, F.; Zhang,
H.; Shao, Z. Angew. Chem., Int. Ed. 2013, 52, 4117.

(25) (a) Jones, A. M,; Liu, G.; Lorion, M. M.; Patterson, S.; Lebl, T.;
Slawin, A. M. Z.; Westwood, N. J. Chem.—Eur. J. 2011, 17, 5714.
(b) Jones, A. M,; Liu, G.; Lorion, M. M,; Patterson, S.; Lebl, T.; Slawin,
A. M. Z; Philp, D.; Westwood, N. J. Tetrahedron 2010, 66, 9667.
(c) Lebl, T.; Lorion, M. M.; Jones, A. M.; Philp, D.; Westwood, N. J.
Tetrahedron 2010, 66, 9694. (d) Arjona, O.; Cséky, A. G.; Murcia, M. C.;
Plumet, J. Helv. Chim. Acta 2001, 84, 3667. (e) Bullington, J. L.; Dodd, J.
H. J. Heterocycl. Chem. 1998, 35, 397.

(26) CCDC 1019678 contains the supplementary crystallographic
data for compound leuconodine B (4).

(27) (a) Mercado-Marin, E. V.; Garcia-Reynaga, P.; Romminger, S.;
Pimenta, E. F; Romney, D. K; Lodewyk, M. W.; Williams, D. E;
Anderson, R.J.; Miller, S. ].; Tantillo, D. J.; Berlinck, R. G. S.; Sarpong, R.
Nature 2014, 509, 318. (b) Borch, R. F. Tetrahedron Lett. 1968, 9, 61.

dx.doi.org/10.1021/0l503150c | Org. Lett. 2014, 16, 6216—6219



