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Abstract: Stabilization of protein–protein interactions by
small molecules is a concept with few examples reported to
date. Herein we describe the identification and X-ray co-crystal
structure determination of IBE-667, an ICAM-1 binding
enhancer for LFA-1. IBE-667 was designed based on the
SAR information obtained from an on-bead screen of tagged
one-bead one-compound combinatorial libraries by confocal
nanoscanning and bead picking (CONA). Cellular assays
demonstrate the activity of IBE-667 in promoting the binding
of LFA-1 on activated immune cells to ICAM-1.

The integrin leucocyte function-associated antigen 1 (LFA-
1) is a heterodimeric immune receptor ubiquitously expressed
on leucocytes. Its interaction with intercellular adhesion
molecule 1 (ICAM-1) provides a critical recognition event
between T-cells and antigen presenting cells in efforts by the
immune system to pull off an early-stage cell-mediated
immune response.[1–3] The LFA-1/ICAM-1 axis has thus
been explored as a target interaction for drug discovery.[4–7]

The conformational switch between low-affinity and high-
affinity states of LFA-1 upon activation and ICAM-1 binding

provides a challenge for the design of LFA-1–ICAM-1 inter-
action inhibitors.[8, 9]

While protein–protein interaction (PPI) inhibition by
small molecules was long considered to be the ultimate art in
drug design, even fewer examples of true agonists of PPIs
have been reported.[10–13] Conceptually, however, there is
evidence for clear advantages of PPI stabilizers.[14]

LFA-1 activators would be useful for treatment of rare
hereditary genetic disorders known as leucocyte adhesion
deficiency (LAD) or as potential enhancers of tumor
immunotherapy.[15, 16] One apparent activator has been de-
scribed.[17] However, closer investigation revealed that the
compound ultimately worked as an inhibitor by binding to the
b2 MIDAS domain and by blocking leucocyte transendothe-
lial migration.

One of the features of on-bead screening as an affinity
based screening method is that the identified ligands can have
different biological activity profiles and modes of action. The
ability to confirm the primary on-bead hits by measuring their
binding to target protein in homogenous solution is essential
for an efficient use of one-bead one-compound (OBOC)
library screening.[19,20] We have previously described two
different methods of how to use tagged OBOC libraries to
link on-bead screening with solution-based assays. PS/PS
relies on including a generic tagging site for post-screening
in situ labeling of hit compounds with a fluorescent dye and
subsequent miniaturized affinity determination in solu-
tion.[21, 22] The second approach uses a chemically stable UV-
fluorophore, AIDA, as a permanent tag introduced on each
compound during library synthesis.[23,24] The indazole dye,
AIDA, is then used as mass-tag for decoding and as a tracer
for affinity determination.

In an effort to apply this AIDA technology for the
identification of LFA-1 ligands, we designed a target-biased
diazepanone library (Scheme 1). This library, comprising
a total of more than 75000 compounds, was synthesized on
90 mm TentaGel beads using standard solid-phase synthesis
methods.

Screening with fluorescently labeled LFA-1 I domain
(LFA-1 ID) as target protein according to previous proce-
dures for CONA on-bead screens yielded several inhibitors of
various potencies with mm to nm dissociation constants (Kd).
However, close analysis of MS spectra during hit-bead
decoding also revealed the presence of a precursor compound
with exact mass of 427.20, corresponding to structure 1 (Fig-
ure 1A). The local concentration or density of compounds on
the surface of TentaGel beads is very high compared to
standard screening concentrations in homogenous solutions.
Consequently, the presence of binding-competent minor
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impurities can lead to target protein binding during on-bead
screening. We therefore re-synthesized compound 1 to test its
binding activity for fluorescently tagged LFA-1 ID using the
same on-bead screening assay. Surprisingly, the resynthesized
AIDA-alkyl diamine structure 1 showed very strong target
protein binding, indicated by 100 % ring formation in the
CONA screening image (Figure 1B).

A further on-bead activity test showed that the interaction
of compound 1 with LFA-1 ID was specific as no target
protein binding was detected with the homologous MAC-1 ID
(Figure 1C). Furthermore, during SAR analysis, the presence
of the aminoalkyl moiety proved to be an essential require-
ment for binding (Figure 1C, compounds 2 versus compound
3), whereas an inversion of the second amide bond and
a shortening of the alkyl chain by one carbon atom still
resulted in target-protein binding (Figure 1C, compound 4).
To confirm the interaction found with compound 1 in
homogenous solution, we performed fluorescence titrations,
using unlabeled LFA-1 ID as receptor and AIDA-fluores-
cence emission intensity as the read-out. Upon incubation of
AIDA compound 1 with LFA-1 ID, a concentration-depen-
dent fluorescence intensity increase was detected. Curve
fitting resulted in a dissociation constant of Kd = 52 nm
(Figure 2A). However, when soluble ICAM-1 was tested for
its ability to compete with this interaction between LFA-1 ID

Scheme 1. The AIDA-tagged one-bead one-compound library screening
concept. The 1,3-diaryl-substituted indazole dye AIDA is incorporated
into the solid-phase combinatorial library synthesis as first building
block. A diaminopropane spacer separates the combinatorial library,
consisting of 1,4-diazepan-2-ones, from the dye. After incubation of
the library beads with fluorescently labeled target protein, confocal
nanoscanning (CONA)[18] is used to detect beads with bound protein.
Once hit beads have been isolated, AIDA serves as a mass-tag to
facilitate MS-decoding and as a reporter for a generic secondary
binding assay for measuring the affinity of AIDA-tagged hit com-
pounds with unlabeled target protein in homogenous solution.

Figure 1. A) Structure of compound 1 (IBE-667) identified from screen-
ing of bead-based libraries with fluorescently tagged LFA-1 ID.
B) CONA image of IBE-667 bearing beads incubated with 40 nm Cy5-
LFA-1 ID. All beads in the overview show protein binding on the
surface. One of the beads and the associated ring profile are shown
on the right. C) On-bead structure–activity relationship and specificity
testing: An amide-connected aminoalkyl group is required as substitu-
ent of the AIDA core for binding to LFA-1 ID. Fluorescently tagged
Mac-1 ID does not bind to beads bearing compounds 1, 2, 3, or 4.

Figure 2. AIDA-based fluorescence titrations of A) IBE-667 with LFA-1 I
domain and of B) IBE-667–LFA-1 ID complex with soluble ICAM-1.
A) Addition of increasing amounts of LFA-1 I domain to 23 nm IBE-667
leads to an increase of AIDA fluorescence. Non-linear curve fitting of
the experimental data produced a dissociation constant of
Kd = 52�3 nm. B) Incubation of the preformed LFA-1 ID–IBE-667
complex with increasing amounts of soluble ICAM-1 resulted in
a further AIDA fluorescence increase and revealed a dissociation
constant for the [LFA-1 ID–IBE-667]–soluble ICAM-1 interaction of
Kd = 76�2 nm.
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and compound 1, another satiable fluorescence intensity
increase was observed. For compound 1 acting as an inhibitor,
a decrease of the fluorescence intensity would be expected
owing to replacement of compound 1 from the LFA-1 ID
binding site by ICAM-1. Our data therefore suggested an
agonistic behavior of compound 1 for the interaction of LFA-
1 with ICAM-1. The fitted affinity of the LFA-1 ID/com-
pound 1 complex to ICAM-1 was 76 nm (Kd) for this
interaction (Figure 2B). For comparison, in the absence of
any activation the low affinity conformation of LFA-1 binds
ICAM-1 with an affinity of Kd = 1.5 mm.[25]

With this in vitro characterization, we turned towards
cellular assays to confirm that compound 1 was indeed an
ICAM-1 binding enhancer for LFA-1. First, the ability of
compound 1 to increase the binding of biotinylated soluble
ICAM-1 to activated T-cells was investigated by FACS. After
isolation of PBMCs and in vitro activation of T-cells, a dose
dependent enhancement of biotinylated soluble ICAM-
1 binding was detected in presence of compound 1 after
staining with streptavidin-PE (Figure 3 A). This assay

revealed a clear enhancement of the ICAM-1 binding affinity
of LFA-1 in presence of compound 1. Also, the compound
1 induced affinity enhancement of LFA-1 for ICAM-1 was
completely reversed in presence of a known LFA-1 inhibitor
binding in the Mevinolin binding pocket of the I-domain
(Figure 3B).[6] Along with its ability to promote ICAM-
1 binding to activated T-cells, compound 1 also enhanced
aggregation of T-cells, a process which again is dependent on
LFA-1/ICAM-1 interaction (Figure 3C).[26, 27] The dose-de-

pendent induction of T-cell aggregation was completely
blocked by a monoclonal antibody directed against LFA-
1 (Figure 3D). Based on these data we dubbed our newly
identified LFA-1 agonist, ICAM-1 binding enhancer 667
(IBE-667).

To further investigate the structural basis for the inter-
action of IBE-667 with LFA-1, we performed co-crystalliza-
tion experiments. The complex LFA-1 I-domain/IBE-667
crystallized in an orthorhombic crystal form (a = 45.3 �, b =

65.9 �, c = 133.6 �, space group I222) with one complex per
asymmetric unit. Diffraction data to a resolution of 1.8 �
were collected. The crystal structure (PDB-ID code 4IXD)
revealed that IBE-667 does not bind to the MIDAS site of
LFA-1 but instead binds to the mevinolin/lovastatin-binding
pocket. The binding mode of IBE-667 consists of two
hydrogen-bonding moieties (amide groups) that are flanking
an extensive, rather planar aromatic moiety (the bis-pheny-
lated indazole of AIDA) (Figure 4A, B). Furthermore, the
aminoalkyl group, which is responsible for the ICAM-1 bind-
ing enhancement, does not contribute interactions to the

LFA-1 I-domain. The two flanking amide groups
form direct hydrogen bonds to Tyr166-OH and
Glu301-OE1, while the middle aromatic moiety
interacts with the aromatic part of Tyr257 and
the side chain of Lys287 (Figure 4B,C). In
particular, the aromatic interaction between
the indazole and Tyr257 probably determines
the binding mode in a crucial way. As the
aminoalkyl group of IBE-667 does not make
direct interactions with the LFA-1 I-domain, it is
rather flexible, as judged by the weak electron
density (Figure 4C). A possible additional
pseudo twofold related binding mode does not
fit the electron-density equally well because of
the asymmetry of the bond lengths between the
indazole and the two neighboring phenyl moi-
eties. Finally, an overlay of the complex struc-
tures of LFA-1 ID with a mevinolin derived
inhibitor, LFA-878, and IBE-667 clearly dem-
onstrates that the binding modes of these two
compounds are different (Figure 4D).

Overall, the binding mode of IBE-667 and
the fact that the aminoalkyl chain does not
interact directly with LFA-1 provides no obvious
explanation for its ICAM-1 binding enhance-
ment activity. A comparison of the LFA-1 ID
IBE-667 structure to previously described low-,
medium-, and high-affinity LFA-1 ID cystein
mutants[9] reveals that only small perturbations
exist in the a7 helix of the LFA-1 ID. However,

binding of mevinolin to LFA-ID, which occupies the same
binding pocket as IBE-667, causes similarly subtle changes as
found in the cystine mutant structures, but exhibits antagon-
tistic behavior.[28] Furthermore, similar to mevinolin, no
changes are observed within the MIDAS binding site as
a consequence of IBE-667 binding to LFA-1 ID. This suggests
that the IBE-667 induced increased affinity of LFA-1 to
ICAM-1 is attributable to dynamic kinetic effects, such as
differences in on-rates. The additional charge introduced by

Figure 3. Activity of IBE-667 in cellular assays. A) IBE-667 increases the binding of
biotinylated soluble ICAM-1 to activated T-cells as determined by staining with PE-
streptavidin and FACS analysis. B) Soluble ICAM-1 binding to LFA-1 expressing
activated T-cells cells in presence and absence of IBE-667 and LFA-1 inhibitor AAQ552.
C) IBE-667 leads to a concentration dependent induction of T-cell aggregation after
activation by anti CD3 and anti CD28 antibodies. D) IBE-667 induced T-cell aggrega-
tion can be completely reversed with an LFA-1 neutralizing antibody.
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the aminoalkyl group of IBE-667 could be a contributing
factor.

In conclusion, we describe the identification of IBE-667,
an ICAM-1 binding enhancing LFA-1 agonist by CONA on-
bead screening of a tagged one-bead one-compound library.
This compound, although a precursor of the original library
design, once more shows the flexibility of on-bead screening
for identification of biologically active ligands in a miniatur-
ized and cost effective way. Furthermore, it also demonstrates
the unique advantages of a tagged library approach, in the
sense that the crucial confirmation of the interaction of the
compound with the target protein in homogenous solution as

well as an elucidation of the molecular
mode of action is greatly facilitated by
having a generic and sensitive fluorescence
based assay. However, this result also
demonstrates that the reporter group
itself is not inert. Therefore, we have
already designed and reported a next-gen-
eration tagged library approach, whereby
the label is only introduced after the initial
on-bead screening step, so that the label
can only contribute to binding but not
constitute the crucial interaction ele-
ment.[21] Finally, we believe that the insight
gained from the LFA-1 ID IBE-667 co-
crystal structure provides a valuable start-
ing point for an optimized design of new
LFA-1 agonists. LFA-1 agonists could have
an intriguing potential for increasing the
efficacy of tumor immunotherapy. The
increase of LFA-1–ICAM-1 affinity by
agonistic small molecules could compen-
sate deficiencies in either LFA-1 expression
or activation as seen in the LAD syndrome,
a rare hereditary disease.

Received: November 26, 2013
Published online: April 1, 2014

.Keywords: high-throughput screening ·
LFA-1 · OBOC libraries ·
small-molecule activators · structural biology

[1] Y. R. Carrasco, S. J. Fleire, T. Cameron,
M. L. Dustin, F. D. Batista, Immunity 2004,
20, 589 – 599.

[2] R. Evans, A. C. Lellouch, L. Svensson, A.
McDowall, N. Hogg, Blood 2011, 117,
3331 – 3342.

[3] K. Ley, C. Laudanna, M. I. Cybulsky, S.
Nourshargh, Nat. Rev. Immunol. 2007, 7,
678 – 689.

[4] I. R. Badell, M. C. Russell, P. W. Thomp-
son, A. P. Turner, T. A. Weaver, J. M. Rob-
ertson, J. G. Avila, J. A. Cano, B. E. John-
son, M. Song, F. V. Leopardi, S. Swygert,
E. A. Strobert, M. L. Ford, A. D. Kirk, C. P.
Larsen, J. Clin. Invest. 2010, 120, 4520 –
4531.

[5] M. E. Anderson, T. J. Siahaan, Peptides
2003, 24, 487 – 501.

[6] S. Wattanasin, J. Kallen, S. Myers, Q. Guo, M. Sabio, C.
Ehrhardt, R. Albert, U. Hommel, G. Weckbecker, K. Welzen-
bach, G. Weitz-Schmidt, Bioorg. Med. Chem. Lett. 2005, 15,
1217 – 1220.

[7] G. Weitz-Schmidt, S. Chreng, S. Riek, Mol. Pharmacol. 2009, 75,
355 – 362.

[8] Q. Ma, M. Shimaoka, C. Lu, H. Jing, C. V. Carman, T. A.
Springer, J. Biol. Chem. 2002, 277, 10638 – 10641.

[9] M. Shimaoka, T. Xiao, J.-H. Liu, Y. Yang, Y. Dong, C.-D. Jun, A.
McCormack, R. Zhang, A. Joachimiak, J. Takagi, J. H. Wang,
T. A. Springer, Cell 2003, 112, 99 – 111.

[10] D. L. Boger, J. Goldberg, Bioorg. Med. Chem. 2001, 9, 557 – 562.

Figure 4. X-ray structure of IBE-667 bound to LFA-1 ID. A) Overview of co-crystal structure
with IBE-667 in green, protein surface in gray, and the protein fold as solid ribbon.
B) Interactions of IBE-667 in the mevinolin/lovastatin-binding pocket of LFA-1; LFA-1 carbon
atoms are shown in yellow and the IBE-667 carbon atoms are shown in cyan. C) The main
IBE-667 LFA-1 interactions. D) Final 2Fo�Fc electron density, contoured at 1s, for IBE-667
(carbon atoms in cyan) and overlay with LFA-878 (carbon atoms in gray). E) Chemical
structures of IBE-667 (blue) and the lovastatin-derived inhibitor LFA-878. Both compounds
occupy the same binding pocket, but only IBE-667 acts as an agonist.

Angewandte
Chemie

4325Angew. Chem. Int. Ed. 2014, 53, 4322 –4326 � 2014 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim www.angewandte.org

 15213773, 2014, 17, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/anie.201310240 by T

est, W
iley O

nline L
ibrary on [04/11/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

http://dx.doi.org/10.1016/S1074-7613(04)00105-0
http://dx.doi.org/10.1016/S1074-7613(04)00105-0
http://dx.doi.org/10.1182/blood-2010-06-289140
http://dx.doi.org/10.1182/blood-2010-06-289140
http://dx.doi.org/10.1038/nri2156
http://dx.doi.org/10.1038/nri2156
http://dx.doi.org/10.1172/JCI43895
http://dx.doi.org/10.1172/JCI43895
http://dx.doi.org/10.1016/S0196-9781(03)00083-4
http://dx.doi.org/10.1016/S0196-9781(03)00083-4
http://dx.doi.org/10.1016/j.bmcl.2004.11.072
http://dx.doi.org/10.1016/j.bmcl.2004.11.072
http://dx.doi.org/10.1124/mol.108.051169
http://dx.doi.org/10.1124/mol.108.051169
http://dx.doi.org/10.1074/jbc.M112417200
http://dx.doi.org/10.1016/S0092-8674(02)01257-6
http://dx.doi.org/10.1016/S0968-0896(00)00276-5
http://www.angewandte.org


[11] C. L. Erickson-Miller, E. DeLorme, S.-S. Tian, C. B. Hopson, K.
Stark, L. Giampa, E. I. Valoret, K. J. Duffy, J. L. Luengo, J.
Rosen, S. G. Miller, S. B. Dillon, P. Lamb, Exp. Hematol. 2005,
33, 85 – 93.

[12] S. E. Cwirla, P. Balasubramanian, D. J. Duffin, C. R. Wagstrom,
C. M. Gates, S. C. Singer, A. M. Davis, R. L. Tansik, L. C.
Mattheakis, C. M. Boytos, P. J. Schatz, D. P. Baccanari, N. C.
Wrighton, R. W. Barrett, W. J. Dower, Science 1997, 276, 1696 –
1699.

[13] C. Anders, Y. Higuchi, K. Koschinsky, M. Bartel, B. Schumacher,
P. Thiel, H. Nitta, R. Preisig-M�ller, G. Schlichthçrl, V.
Renigunta, J. Ohkanda, J. Daut, N. Kato, C. Ottmann, Chem.
Biol. 2013, 20, 583 – 593.

[14] P. Thiel, M. Kaiser, C. Ottmann, Angew. Chem. 2012, 124, 2052 –
2059; Angew. Chem. Int. Ed. 2012, 51, 2012 – 2018.

[15] A. Zarbock, T. Kempf, K. Wollert, D. Vestweber, J. Mol. Med.
2012, 90, 353 – 359.

[16] J. Nagendran, C. Prakash, L. Anandakrishna, D. Gaviappa, D.
Ganesh, J. Dent. Child. 2012, 79, 105 – 110.

[17] W. Yang, C. V. Carman, M. Kim, A. Salas, M. Shimaoka, T. A.
Springer, J. Biol. Chem. 2006, 281, 37904 – 37912.

[18] M. Hintersteiner, C. Buehler, V. Uhl, M. Schmied, J. Muller, K.
Kottig, M. Auer, J. Comb. Chem. 2009, 11, 886 – 894.

[19] D. Pei, Chem. Biol. 2010, 17, 3 – 4.
[20] N. C. Meisner, M. Hintersteiner, V. Uhl, T. Weidemann, M.

Schmied, H. Gstach, M. Auer, Curr. Opin. Chem. Biol. 2004, 8,
424 – 431.

[21] M. Hintersteiner, T. Kimmerlin, F. Kalthoff, M. Stoeckli, G.
Garavel, J.-M. Seifert, N.-C. Meisner, V. Uhl, C. Buehler, T.
Weidemann, M. Auer, Chem. Biol. 2009, 16, 724 – 735.

[22] M. Hintersteiner, A. Knox, G. Mudd, M. Auer, J. Chem. Biol.
2012, 5, 63 – 79.

[23] M. Hintersteiner, G. Ambrus, J. Bednenko, M. Schmied, A. J. S.
Knox, N.-C. Meisner, H. Gstach, J.-M. Seifert, E. L. Singer, L.
Gerace, M. Auer, ACS Chem. Biol. 2010, 5, 967 – 979.

[24] N.-C. Meisner, M. Hintersteiner, J.-M. Seifert, R. Bauer, R. M.
Benoit, A. Widmer, T. Schindler, V. Uhl, M. Lang, H. Gstach, M.
Auer, J. Mol. Biol. 2009, 386, 435 – 450.

[25] M. Shimaoka, M. Kim, E. H. Cohen, W. Yang, N. Astrof, D. Peer,
A. Salas, A. Ferrand, T. A. Springer, Proc. Natl. Acad. Sci. USA
2006, 103, 13991 – 13996.

[26] Y. van Kooyk, P. Weder, F. Hogervorst, A. J. Verhoeven, G.
van Seventer, A. A. te Velde, J. Borst, G. D. Keizer, C. G. Figdor,
J. Cell Biol. 1991, 112, 345 – 354.

[27] G. Koopman, Y. van Kooyk, M. de Graaff, C. J. Meyer, C. G.
Figdor, S. T. Pals, J. Immunol. 1990, 145, 3589 – 3593.

[28] J. Kallen, K. Welzenbach, P. Ramage, D. Geyl, R. Kriwacki, G.
Legge, S. Cottens, G. Weitz-Schmidt, U. Hommel, J. Mol. Biol.
1999, 292, 1 – 9.

[29] Z. Otwinowski, W. Minor, Methods in Enzymology, 276:
Macromolecular Crystallography, Part A, Elsevier, Amsterdam
1997, S. 307 – 326.

[30] G. Weitz-Schmidt, K. Welzenbach, J. Dawson, J. Kallen, J. Biol.
Chem. 2004, 279, 46764 – 46771.

[31] T. A. Jones, J. Y. Zou, S. W. Cowan, M. Kjeldgaard, Acta
Crystallogr. Sect. A 1991, 47, 110 – 119.

[32] G. N. Murshudov, A. A. Vagin, E. J. Dodson, Acta Crystallogr.
Sect. D 1997, 53, 240 – 255.

.Angewandte
Communications

4326 www.angewandte.org � 2014 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim Angew. Chem. Int. Ed. 2014, 53, 4322 –4326

 15213773, 2014, 17, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/anie.201310240 by T

est, W
iley O

nline L
ibrary on [04/11/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

http://dx.doi.org/10.1016/j.exphem.2004.09.006
http://dx.doi.org/10.1016/j.exphem.2004.09.006
http://dx.doi.org/10.1126/science.276.5319.1696
http://dx.doi.org/10.1126/science.276.5319.1696
http://dx.doi.org/10.1016/j.chembiol.2013.03.015
http://dx.doi.org/10.1016/j.chembiol.2013.03.015
http://dx.doi.org/10.1002/ange.201107616
http://dx.doi.org/10.1002/ange.201107616
http://dx.doi.org/10.1002/anie.201107616
http://dx.doi.org/10.1007/s00109-011-0835-2
http://dx.doi.org/10.1007/s00109-011-0835-2
http://dx.doi.org/10.1074/jbc.M606888200
http://dx.doi.org/10.1021/cc900059q
http://dx.doi.org/10.1016/j.chembiol.2010.01.003
http://dx.doi.org/10.1016/j.cbpa.2004.06.011
http://dx.doi.org/10.1016/j.cbpa.2004.06.011
http://dx.doi.org/10.1016/j.chembiol.2009.06.011
http://dx.doi.org/10.1007/s12154-011-0071-9
http://dx.doi.org/10.1007/s12154-011-0071-9
http://dx.doi.org/10.1021/cb100094k
http://dx.doi.org/10.1016/j.jmb.2008.12.020
http://dx.doi.org/10.1073/pnas.0605716103
http://dx.doi.org/10.1073/pnas.0605716103
http://dx.doi.org/10.1083/jcb.112.2.345
http://dx.doi.org/10.1006/jmbi.1999.3047
http://dx.doi.org/10.1006/jmbi.1999.3047
http://dx.doi.org/10.1074/jbc.M407951200
http://dx.doi.org/10.1074/jbc.M407951200
http://dx.doi.org/10.1107/S0108767390010224
http://dx.doi.org/10.1107/S0108767390010224
http://dx.doi.org/10.1107/S0907444996012255
http://dx.doi.org/10.1107/S0907444996012255
http://www.angewandte.org

