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Unveiling (@)-Englerin A as a Modulator of L-Type Calcium Channels
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Abstract: The voltage-dependent L-type
Ca2+channel was identified as a macromo-
lecular target for (@)-englerin A. This
finding was reached by using an unprece-
dented ligand-based prediction platform
and the natural product piperlongumine as
a pharmacophore probe. (@)-Englerin A
features high substructure dissimilarity to
known ligands for voltage-dependent Ca2+

channels, selective binding affinity for the
dihydropyridine site, and potent modula-
tion of calcium signaling in muscle cells
and vascular tissue. The observed activity
was rationalized at the atomic level by
molecular dynamics simulations. Experi-
mental confirmation of this hitherto
unknown macromolecular target expands
the bioactivity space for this natural prod-
uct and corroborates the effectiveness of
chemocentric computational methods for
prioritizing target-based screens and iden-
tifying binding counterparts of complex
natural products.

Natural products have traditionally served as a privileged
source of chemical matter for interrogating biological systems
in chemical biology and drug-discovery programs.[1] Their
intricate architectures often allow the exploration of innova-
tive scaffolds in drug-relevant chemical space that is not
covered by synthetic small molecules.[2] However, factual
knowledge of macromolecular targets remains elusive for
most natural products, thus hindering the deployment of
rational approaches for lead and chemical-probe develop-
ment. Similarly, identification of off-targets for natural
products may decisively influence their validation as chemical

probes,[3] and improve the understanding of complex poly-
pharmacology networks in drug discovery.[4] Herein, we
disclose the voltage-dependent Ca2+ L-type (Cav1.2) channel
as a macromolecular target for the cancer-selective com-
pound (@)-englerin A [(@)-EA; Figure 1]. The (@)-EA/
Cav1.2 binding relationship was expeditiously recognized
from an unprecedented cross-natural-product target-infer-
ence approach, using a small molecule with similar pharma-
cophore features to (@)-EA as a tool compound, despite
substructural divergence. (@)-EA presents high affinity for
the dihydropyridine binding site in Cav1.2 channels, and

Figure 1. Computational target prediction to identify off-targets for (@)-EA. (@)-EA and its
volume are depicted in red and piperlongumine in green. A pharmacophore consensus
generated with Molecular Operating environment (MOE) is shown. Orange spheres:
aromatic/hydrophobic features, blue spheres: hydrogen-bond acceptor or its projected donor,
green sphere: hydrophobic feature. SPiDER performs ligand-based target prediction accord-
ing to topological descriptors. Images were generated with PyMOL (Schrçdinger LLC) or
MOE.
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potent calcium-modulating effects in muscle cell- and tissue-
based assays. Molecular dynamics (MD) simulations further
support the biology findings, and can be used to rationalize
key features of Cav1.2 recognition by (@)-EA.

To complement proteomic methods, chemical-structure-
driven algorithms may be swiftly deployed for steering
biology research efforts and target identification.[5] Specifi-
cally, the online SPiDER tool[6] employs topological pharma-
cophore[7] and physicochemical descriptors (Chemical Com-
puting Group, Montreal, Canada) to qualitatively infer
binding relationships between query ligands and macromo-
lecular targets. A statistical significance estimate (p value) is
derived for individual target predictions to support the
confidence of the prediction. Importantly, the “fuzziness” of
the employed descriptor renders this algorithm ideal to
predicting targets for natural products.[6b,c] Furthermore,
target inference from virtual natural product derived frag-
ments has been successfully achieved.[6b]

(@)-EA is a sesquiterpene extracted from Phyllanthus
engleri with selective and nanomolar-potent cytotoxicity
against renal cell carcinomas.[8] Its remarkable effects have
recently been ascribed to discriminating activation of the
transient receptor potential canonical 4/5 (TRPC4/5) chan-
nels, leading to intracellular Ca2+ overload and cell death.[9]

Considering the current high interest in (@)-EA as a chemical
probe/lead for anticancer drug discovery,[10] and taking into
account that drug-like molecules have been computationally
predicted to engage approximately 10 drug targets,[6a] we
initiated a pioneering program to rationally retrieve off-
targets and explore the underlying polypharmacological traits
of (@)-EA (Figure 1).

While the publicly available software tools SEA,[11]

SuperPred,[12] and PASS[13] did not afford confident target
predictions, the online SPiDER tool[6a] suggested only four
targets with confidence (Tables S2–4 in the Supporting
Information). Indeed, the result highlights unique structural
and pharmacophore features of (@)-EA, and supports its
documented renal cancer selective cytotoxicity.[11] The result
equally suggests that pharmacophore-based descriptors may
be better suited to predict targets for complex natural
products compared to substructure-based descriptors. Signifi-
cantly, SPiDER retrospectively predicted TRP channels with
confidence, thus corroborating the accuracy of the prediction
algorithm.

Building on these encouraging results and considering
that a limited array of macromolecular counterparts had been
confidently predicted for (@)-EA with state-of-the-art pre-
diction tools, we hypothesized that a fragment- and lead-like
natural product could serve as a pharmacophore surrogate to
yield target predictions easily transferrable to (@)-EA.
Simplification of parent natural product architectures has
previously been shown to afford synthetically tractable
entities with modest yet sustained bioactivity.[14] Hence, for
our chemical-genomics-inspired target-prediction program,
we identified the fragment-like anticancer agent piperlongu-
mine (PL, Figure 1) as a suitable chemical tool. Piperlongu-
mine is isolated from Piper longum and selectively kills cancer
cells by increasing the level of reactive oxygen species.[15]

Flexible ligand alignment between (@)-EA and PL (Figure 1)

corroborated the similar shapes and potentially shared
aromatic, hydrophobic, and hydrogen-bond-acceptor features
for molecular recognition, despite their profound substruc-
tural dissimilarity (Tanimoto index = 0.16, ECFP4 finger-
print). Target predictions for PL with SPiDER afforded 11
confidently predicted binding partners (Supporting Table S5),
which is in line with the previously reported average for small
molecules.[6a] The data fully support the rationale for our
approach, since both natural products are confidently pre-
dicted to bind to integrins and engage TRP channels. With
SPiDER target predictions in hand, we profiled both PL and
(@)-EA against the Cav1.2 channels. A radioligand displace-
ment assay revealed a modest affinity of PL for the
dihydropyridine binding pocket (19% binding inhibition at
50 mm). On the other hand, (@)-EA showed high affinity at
10 mm (72 % radioligand displacement), while exhibiting
selectivity over the remaining binding sites (Figure 2 a).
(@)-EA showed concentration-dependent radioligand dis-
placement and potent cooperative binding to the dihydropyr-
idine binding site (Hill slope> 2, Ki = 5.7: 0.4 mm, Figure 2b
and the Supporting Information).

From a pharmacophore perspective, the difference in
activity between PL and the complex (@)-EA can be
retrospectively explained on the basis of features unmet by
the fragment-like PL that may be critical for Cav1.2 binding,
for example, a H-bond donor (Figure 1). (@)-EA significantly
expands known Cav1.2 channel ligand space, since its nearest
neighbour in ChEMBL v20, CHEMBL201599, presents low
substructure similarity (Tanimoto index = 0.22, ECFP4 fin-
gerprint; Figure S3 in the Supporting Information).

The results highlight the accuracy of the prediction
algorithm and the cross-natural-product target-inference
strategy to identify unexpected ligand–target relationships
in the absence of substructural similarity to known target
modulators. The range of affinities of (@)-EA towards
different binding sites and the lack of detection of adducts
upon co-incubation with N- and C-protected cysteine suggest
specific non-covalent binding to Cav1.2 and an absence of
false-positive readouts. Dynamic light scattering experiments
at relevant concentrations support sample polydispersity with
an absence of artifactual binding (Figures S1, S2). (@)-EA
does not present measurable binding affinity towards the N-
type Ca2+ channel, nor does it engage two-pore calcium
channels 1/2 (TCP1/2), which demonstrates its selectivity
within a panel of selected voltage-gated Ca2+ channels
(Figure 2a, c and Figure S4).

To assess the biological relevance of the binding of
(@)-EA to Cav1.2, we performed calcium imaging using the
rat cardiomyocytic cell line H9C2. H9C2 cells lack expression
of the (@)-EA targets TRPC4/5, while expressing Cav1.2 upon
differentiation. Indeed, incubation with (@)-EA in concen-
trations as high as 10 mm did not induce any calcium influx in
undifferentiated H9C2 cells, thus suggesting that the cells are
devoid of TRPC4/5 expression (data not shown). We induced
H9C2 differentiation in low serum and 10 nm retionic acid as
previously described.[16] After five days of incubation, most
H9C2 cells appeared polynucleated and expressed Cav1.2, as
assessed by western blots probed with anti-Cav1.2 antibodies
(Figure S5). Polynucleated H9C2 cells showed a strong Ca2+
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influx when depolarized with 60 mm KCl, as measured by the
calcium-sensitive probe Fura-2 AM. A 45 min pre-treatment
with 6 mm (@)-EA or 10 mm nifedipine (control) significantly
reduced the KCl-induced Ca2+ influx (one-way ANOVA
amongst peak maxima for control [1% DMSO, (@)-EA (6 mm
in 1% DMSO), and nifedipine (10 mm in 1 % DMSO), p<
0.0001; Figure 2d–f]. These observations are in line with the
hypothesis that (@)-EA blocks Cav1.2 channels. As an
orthogonal functional assay, we screened (@)-EA in endo-
thelium-denuded isolated rat thoracic aorta. To avoid con-
founding readouts, we blocked all G-protein-coupled recep-
tors that can interfere with Ca2+ signalling, that is, the a- and
b-adrenergic, histamine H1, muscarinic, and serotonin 5-HT2

receptors. As expected, KCl induced a concentration-depen-
dent tissue contraction, which was inhibited by nitrendipine.
Similarly, (@)-EA blocked the KCl-induced mechanical effect
in a concentration-dependent manner (EC50 = 37: 1 mm ;
Figure 2g), thus corroborating the previously observed antag-
onism.

To provide a molecular rationale for this experimental
data, we performed MD simulations on the (@)-EA/Cav1.2
channel complex. Considering the fact that there are no
reported crystal structures for these channels, we used the

open-state Cav1.2 homology model reported by Zhorov
et al.[17] and performed molecular docking of (@)-EA into
the dihydropyridine binding site with AutoDock Vina.[18] The
binding pose with the best score was subjected to MD
simulations with AMBER12 in explicit water and Ca2+ ions
over 125 ns in a DOPC bilayer. The MD simulation trajectory
suggests that the ligand/Cav1.2 complex is stabilized by
hydrophobic interactions and a hydrogen bond. A CH@p

interaction is predicted between the phenyl ring in (@)-EA
and the methylene of the Phe202 side chain. Furthermore, the
hydroxy group of the ligand establishes a hydrogen bond,
populated approximately 92% of the total trajectory time,
with the backbone of Leu121 (Figure 3 a). Interestingly, the
hydrogen bond is predicted to be transiently broken without
major shifts in the pose of (@)-EA, thus rationalizing the
importance of hydrophobic contacts for stabilization of the
ligand/receptor complex (Figure 3b). No significant interac-
tions with the binding pocket were observed in MD simu-
lations starting from diverse lower-scored (@)-EA poses or
for piperlongumine (Figure S6).

For ascertaining the importance of the predicted hydro-
gen bonding between (@)-EA and Leu121, we synthesized the
glycolic acid free analogue of (@)-EA, (@)-Englerin B

Figure 2. Engagement of Cav1.2 by (@)-Englerin A [(@)-EA]. a) Screening of (@)-EA and (@)-Englerin B [(@)-EB] in a radioligand displacement
assay against three different binding sites (verapamil, diltiazem, and dihydropyridine) of Cav1.2 and Cav2.2 at 10 mm. Error bars reflect the range
of two replicates. V = Verapamil; D =Diltiazem; DHP= Dihydropyridine. b) IC50 curve of (@)-EA against the dihydropyridine binding site
(Ki =5.7:0.4 mm ; Control: Nitrendipine, Ki =0.19 nm (nHill = 2.1)). Error bars reflect the range of two replicates. c) Exemplary trace of the (@)-EA
screen against two-pore channels 1/2 (TPC1/2). Event 1 corresponds to the addition of either DMSO (0.1%) or (@)-EA (10 mm) and event 2
corresponds to addition of the Ca2+-releasing agent NAADP (100 nm). The data show no significant difference to the DMSO control. d) (@)-EA
and (@)-EB (6 mm) inhibit KCl-induced Ca2+ influx in rat cardiomyocytes. The normalized average of Fura-2 AM ratio of KCl-responding
polynucleated H9C2 cells was monitored for DMSO (n= 61), (@)-EA (n =58), (@)-EB (n =66), and nifedipine (n = 58). Non-responding cells
(<0.1 ratio increase) were not included in the analysis. e) A box plot of peak maxima after KCl stimulation of H9C2 cells (control: 1% DMSO;
(@)-EA, and (@)-EB: 6 mm in 1% DMSO; Nifedipine: 10 mm in 1% DMSO). One-way ANOVA amongst all response maxima after KCl stimulation:
**** p<0.0001. f) Live muscle cell calcium imaging. Exemplary images 5 s before KCl-induced [Ca2+]i maximum, at maximum and 5 s after KCl-
induced [Ca2+]i maximum (post-treatment). The Fura-2 AM ratio is color-coded as indicated (blue: low ratio, red: high ratio). g) Antagonism by
(@)-EA in endothelium-denuded isolated rat thoracic aorta (EC50 = 37:1 mm). Error bars reflect the range of two replicates.
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[(@)-EB], as previously described.[19] MD simulations with
the (@)-EB/Cav1.2 channel complex predicted no hydrogen
bonds over the total trajectory time. In fact, our data suggest
that a hydrogen bond with Leu121 might be important but not
the sole determinant for the affinity of (@)-EA, since its
analogue (@)-EB presents Ki> 10 mm against the dihydropyr-
idine binding site of Cav1.2, although with measurable
functional effects (Figures 2a,e). No appreciable affinity to
the verapamil and diltiazem binding sites in Cav1.2 and Cav2.2
was found for (@)-EB in radioligand displacement assays
(Figure 2a). Altogether, the in vitro data for both natural
products are commensurate with directed and specific target
interaction and corroborate the in silico rationale for molec-
ular recognition. Thus, selected structural features of (@)-EA
may be grafted onto small molecules in ligand-design
programmes.

Natural products remain an important source of chemical
matter in drug discovery. Nonetheless, their value as chemical
probes requires extensive validation and exploitation of on-/
off-target engagement effects and systems biology. (@)-EA
has recently attracted considerable attention in cancer
research. We experimentally confirmed the validity of our
pioneering target-prediction concept. We disclose functional
effects of (@)-EA on Ca2+ signalling pathways through Cav1.2
channel modulation, and identify the relevant molecular
recognition mechanisms. From a computational point of view,
the successful off-target identification can be ascribed to the

topological pharmacophore descriptors and consensus self-
organizing map method implemented in SPiDER, in contrast
to the substructure-based fingerprints implemented in other
tools. Whereas natural products display different architec-
tures compared to lead-like molecules, their potential phar-
macophore features are sufficiently similar to those of drug-
and lead-like molecules to allow confident target inferences.

It is noteworthy that false-positive predictions are still
expected with this or related platforms, and only previously
liganded macromolecules can be discovered as on- and off-
targets for the query natural products. That said, the results
suggest an expeditious chemogenomics-inspired platform to
rationally steer screening efforts and unveil hitherto unknown
pharmacology for complex chemotypes lying outside of drug-
like space and thus outside of the domain of applicability of
current state-of-the-art and publicly available target-predic-
tion tools.

Ultimately, we foresee a broad scope and prime utility of
related technologies to identify unexpected, although much
sought after, polypharmacology networks for intricate natural
products, and to leverage the design of natural product
inspired entities for chemical biology and molecular medi-
cine.

Acknowledgements

We thank FCT Portugal (FCT Investigator to G.J.L.B. and
Postdoctoral Fellowship SFRH/BPD/103172/2014 to
P.M.S.D.C.), the European Commission (Marie-Curie CIG
to G.J.L.B.), DFG (SI 2117/1-1 to F.S.), the EPSRC and MRC
for financial support. We also thank Drs Sandra Vaz and Ana
Sebasti¼o for useful discussions; Dr. B. S. Zhorov for provid-
ing access to the Cav1.2 channel homology model and Dr. D.
Reker for commenting on the manuscript. G.J.L.B. is a Royal
Society University Research Fellow.

Keywords: chemical biology · molecular recognition ·
natural products · target prediction ·
voltage-gated calcium channels

How to cite: Angew. Chem. Int. Ed. 2016, 55, 11077–11081
Angew. Chem. 2016, 128, 11243–11247

[1] a) A. L. Harvey, R. Edrada-Ebel, R. J. Quinn, Nat. Rev. Drug
Discovery 2015, 14, 111 – 129; b) T. Rodrigues, F. Sieglitz, G. J. L.
Bernardes, Chem. Soc. Rev. 2016, DOI: 10.1039/c1035cs00916b.

[2] a) H. van Hattum, H. Waldmann, J. Am. Chem. Soc. 2014, 136,
11853 – 11859; b) M. C. McLeod, G. Singh, J. N. Plampin III, D.
Rane, J. L. Wang, V. W. Day, J. Aube, Nat. Chem. 2014, 6, 133 –
140.

[3] a) C. H. Arrowsmith, J. E. Audia, C. Austin, J. Baell, J. Bennett,
J. Blagg, C. Bountra, P. E. Brennan, P. J. Brown, M. E. Bunnage,
C. Buser-Doepner, R. M. Campbell, A. J. Carter, P. Cohen, R. A.
Copeland, B. Cravatt, J. L. Dahlin, D. Dhanak, A. M. Edwards,
S. V. Frye, N. Gray, C. E. Grimshaw, D. Hepworth, T. Howe,
K. V. M. Huber, J. Jin, S. Knapp, J. D. Kotz, R. G. Kruger, D.
Lowe, M. M. Mader, B. Marsden, A. Mueller-Fahrnow, S.
Mgller, R. C. OQHagan, J. P. Overington, D. R. Owen, S. H.
Rosenberg, B. Roth, R. Ross, M. Schapira, S. L. Schreiber, B.
Shoichet, M. Sundstrçm, G. Superti-Furga, J. Taunton, L.

Figure 3. Molecular modelling of the (@)-EA/Cav1.2 complex. a) Stabi-
lizing interactions found through the 125 ns MD simulation between
(@)-EA and the Cav1.2 homology model. Hydrogen bonding with
leucine 121 (backbone) is populated 92 % of the total trajectory time.
(@)-EA is depicted in purple, the Cav1.2 channel in green, and the
DOPC bilayer in gray. b) Monitoring of the L121-(@)-EA interaction
distance over the simulation time. Images were generated with PyMOL
(Schrçdinger LLC).

Angewandte
ChemieCommunications

11080 www.angewandte.org T 2016 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim Angew. Chem. Int. Ed. 2016, 55, 11077 –11081

http://dx.doi.org/10.1038/nrd4510
http://dx.doi.org/10.1038/nrd4510
http://dx.doi.org/10.1039/c1035cs00916b
http://dx.doi.org/10.1021/ja505861d
http://dx.doi.org/10.1021/ja505861d
http://dx.doi.org/10.1038/nchem.1844
http://dx.doi.org/10.1038/nchem.1844
http://www.angewandte.org


Toledo-Sherman, C. Walpole, M. A. Walters, T. M. Willson, P.
Workman, R. N. Young, W. J. Zuercher, Nat. Chem. Biol. 2015,
11, 536 – 541; b) T. Rodrigues, D. Reker, P. Schneider, G.
Schneider, Nat. Chem. 2016, 8, 531 – 541.

[4] A. L. Hopkins, Nat. Chem. Biol. 2008, 4, 682 – 690.
[5] T. Rodrigues, Y. C. Lin, M. Hartenfeller, S. Renner, Y. F. Lim, G.

Schneider, Chem. Commun. 2015, 51, 7478 – 7481.
[6] a) D. Reker, T. Rodrigues, P. Schneider, G. Schneider, Proc. Natl.

Acad. Sci. USA 2014, 111, 4067 – 4072; b) D. Reker, A. M. Perna,
T. Rodrigues, P. Schneider, M. Reutlinger, B. Monch, A.
Koeberle, C. Lamers, M. Gabler, H. Steinmetz, R. Muller, M.
Schubert-Zsilavecz, O. Werz, G. Schneider, Nat. Chem. 2014, 6,
1072 – 1078; c) T. Rodrigues, D. Reker, J. Kunze, P. Schneider, G.
Schneider, Angew. Chem. Int. Ed. 2015, 54, 10516 – 10520;
Angew. Chem. 2015, 127, 10662 – 10666.

[7] M. Reutlinger, C. P. Koch, D. Reker, N. Todoroff, P. Schneider, T.
Rodrigues, G. Schneider, Mol. Inf. 2013, 32, 133 – 138.

[8] a) R. Ratnayake, D. Covell, T. T. Ransom, K. R. Gustafson, J. A.
Beutler, Org. Lett. 2009, 11, 57 – 60; b) L. Radtke, M. Willot, H.
Sun, S. Ziegler, S. Sauerland, C. Strohmann, R. Frohlich, P.
Habenberger, H. Waldmann, M. Christmann, Angew. Chem. Int.
Ed. 2011, 50, 3998 – 4002; Angew. Chem. 2011, 123, 4084 – 4088.

[9] Y. Akbulut, H. J. Gaunt, K. Muraki, M. J. Ludlow, M. S. Amer,
A. Bruns, N. S. Vasudev, L. Radtke, M. Willot, S. Hahn, T. Seitz,
S. Ziegler, M. Christmann, D. J. Beech, H. Waldmann, Angew.
Chem. Int. Ed. 2015, 54, 3787 – 3791; Angew. Chem. 2015, 127,
3858 – 3862.

[10] L. Friedrich, T. Rodrigues, P. Schneider, G. Schneider, Angew.
Chem. Int. Ed. 2016, 55, 6789 – 6792; Angew. Chem. 2016, 128,
6901 – 6904.

[11] M. J. Keiser, B. L. Roth, B. N. Armbruster, P. Ernsberger, J. J.
Irwin, B. K. Shoichet, Nat. Biotechnol. 2007, 25, 197 – 206.

[12] J. Nickel, B. O. Gohlke, J. Erehman, P. Banerjee, W. W. Rong, A.
Goede, M. Dunkel, R. Preissner, Nucleic Acids Res. 2014, 42,
W26 – 31.

[13] A. Lagunin, D. Filimonov, V. Poroikov, Curr. Pharm. Des. 2010,
16, 1703 – 1717.

[14] S. Renner, W. A. van Otterlo, M. Dominguez Seoane, S. Mock-
linghoff, B. Hofmann, S. Wetzel, A. Schuffenhauer, P. Ertl, T. I.
Oprea, D. Steinhilber, L. Brunsveld, D. Rauh, H. Waldmann,
Nat. Chem. Biol. 2009, 5, 585 – 592.

[15] L. Raj, T. Ide, A. U. Gurkar, M. Foley, M. Schenone, X. Li, N. J.
Tolliday, T. R. Golub, S. A. Carr, A. F. Shamji, A. M. Stern, A.
Mandinova, S. L. Schreiber, S. W. Lee, Nature 2011, 475, 231 –
234.

[16] T. Pietrangelo, L. Giampietro, B. De Filippis, R. La Rovere, S.
Fulle, R. Amoroso, Eur. J. Med. Chem. 2010, 45, 4928 – 4933.

[17] D. B. Tikhonov, B. S. Zhorov, J. Biol. Chem. 2009, 284, 19006 –
19017.

[18] O. Trott, A. J. Olson, J. Comput. Chem. 2010, 31, 455 – 461.
[19] Z. Li, M. Nakashige, W. J. Chain, J. Am. Chem. Soc. 2011, 133,

6553 – 6556.

Received: May 4, 2016
Published online: July 8, 2016

Angewandte
ChemieCommunications

11081Angew. Chem. Int. Ed. 2016, 55, 11077 –11081 T 2016 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim www.angewandte.org

http://dx.doi.org/10.1038/nchembio.1867
http://dx.doi.org/10.1038/nchembio.1867
http://dx.doi.org/10.1038/nchem.2479
http://dx.doi.org/10.1038/nchembio.118
http://dx.doi.org/10.1039/C5CC01376C
http://dx.doi.org/10.1073/pnas.1320001111
http://dx.doi.org/10.1073/pnas.1320001111
http://dx.doi.org/10.1038/nchem.2095
http://dx.doi.org/10.1038/nchem.2095
http://dx.doi.org/10.1002/anie.201504241
http://dx.doi.org/10.1002/ange.201504241
http://dx.doi.org/10.1002/minf.201200141
http://dx.doi.org/10.1021/ol802339w
http://dx.doi.org/10.1002/anie.201007790
http://dx.doi.org/10.1002/anie.201007790
http://dx.doi.org/10.1002/ange.201007790
http://dx.doi.org/10.1002/anie.201411511
http://dx.doi.org/10.1002/anie.201411511
http://dx.doi.org/10.1002/ange.201411511
http://dx.doi.org/10.1002/ange.201411511
http://dx.doi.org/10.1002/anie.201601941
http://dx.doi.org/10.1002/anie.201601941
http://dx.doi.org/10.1002/ange.201601941
http://dx.doi.org/10.1002/ange.201601941
http://dx.doi.org/10.1038/nbt1284
http://dx.doi.org/10.1093/nar/gku477
http://dx.doi.org/10.1093/nar/gku477
http://dx.doi.org/10.1038/nchembio.188
http://dx.doi.org/10.1038/nature10167
http://dx.doi.org/10.1038/nature10167
http://dx.doi.org/10.1016/j.ejmech.2010.08.001
http://dx.doi.org/10.1074/jbc.M109.011296
http://dx.doi.org/10.1074/jbc.M109.011296
http://dx.doi.org/10.1021/ja201921j
http://dx.doi.org/10.1021/ja201921j
http://www.angewandte.org

