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The marine bacterium Pseudoalteromonas tunicata produces the bipyrrole antibiotic tambjamine YPL.
This natural product is built from common amino acid and fatty acid building blocks in a biosynthetic
pathway that is encoded in the tam operon which contains 19 genes. The exact role that each of these
Tam proteins plays in tambjamine biosynthesis is not known. Here, we provide evidence that TamA
initiates the synthesis and controls the chain length of the essential tambjamine fatty amine tail. Sequence
analysis suggests the unusual TamA is comprised of an N-terminal adenylation (ANL) domain fused to a
C-terminal acyl carrier protein (ACP). Mass spectrometry analysis of recombinant TamA revealed the sur-
prising presence of bound C11 and C12 acyl-adenylate intermediates. Acylation of the ACP domain was
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observed upon attachment of the phosphopantetheine (4'-PP) arm to the ACP. We also show that TamA
can transfer fatty acids ranging in chain length from C6-C13 to an isolated ACP domain. Thus TamA
bridges the gap between primary and secondary metabolism by linking fatty acid and pyrrole biosynthetic

rsc.li/obc pathways.

reading frames (ORFs) that encode enzymes which assemble
the bipyrrole product from amino acid and fatty acid building

Introduction

Natural products have long been excellent sources of drugs
with natural product based treatments comprising over 50%
of small molecules approved for medical use in the last
35 years." The tambjamines (1, Fig. 1) are a family of yellow
natural products isolated from various marine organisms>®
that display antimicrobial,>* antimalarial® and mammalian
cytotoxic activity.®® They contain a core bipyrrole structure
that allows anion coordination and transport™'® as well as
DNA intercalation.™* In addition, their essential hydrocarbon
tail is thought to facilitate their crossing of cell membranes."
These properties suggest that tambjamines have promising,
broad, clinical potential against various diseases including
cystic fibrosis, where natural ion transporters are impaired.’
To date, the most hydrophobic natural tambjamine that
has been characterised is tambjamine YP1'® (2, Fig. 1). It is
also the only tambjamine whose biosynthetic gene cluster
from Pseudoalteromonas tunicata has been identified"’
(Fig. S1t). The YP1 cluster is proposed to contain 19 open
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blocks (Fig. S2, Table S17). The majority of these enzymes have
been assigned putative functions based on the biosynthesis of
various natural products, including a similar class of mole-
cules, the tri-pyrrole containing prodiginines.'®'® Biosynthesis
of the YP1-specific tail was thought to culminate in a long
chain amine (3, Fig. 1) which attaches to the bipyrrole ring
system by an enamine linkage. However, the exact details of
how this functionality is produced has not been explored.
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Fig. 1 General structure of the bipyrrole core of the tambjamines (1,
R represents acyl chains ranging from C2 to C12), structure of tambja-
mine YP1 (2) and structure of the proposed amine intermediate that
forms the tambjamine YP1 tail (3).
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Kjelleberg and colleagues postulated that the amine tail is
derived from C12 lauric acid." In P. tunicata this is likely to be
produced by the fatty acid synthase (FAS) machinery.'”'® The
YP1 biosynthetic pathway then harnesses the FAS output and
converts it to a long chain amine. This can be achieved by the
commonly used mechanism of fatty acid activation, namely;
the adenylation of the acid using ATP, followed by reaction
with coenzyme A (CoASH) to generate a thioester intermediate
(Fig. S37). Previously it was predicted that this transformation
is carried out by AfaA, a fatty acid CoA ligase (FACL) from
outside the Tam cluster. The resulting C12-CoA thioester inter-
mediate would then be subjected to downstream processing by
Tam cluster enzymes to eventually yield the amine (3, Fig. 1).

Results and discussion

We were surprised that the proposed adenylation enzyme for
this reaction (AfaA) was located outwith the Tam cluster. Our
revisiting of the cluster led us to an ORF with a previously un-
ascribed function, TamA, which we hypothesised could fulfil
this role. Domain assignment and sequence alignment of the
encoded ~75 kDa protein using BLAST'® suggested that it is
comprised of two fused domains; an N-terminal adenylation
enzyme (ANL, ~65 kDa)*>?*! and a C-terminal acyl-carrier
protein (ACP, ~10 kDa, Fig. 2 and Fig. S41).>>** Therefore, we
hypothesised that TamA catalyses ATP-dependent activation of
lauric acid to generate lauryl-adenylate, which it then uses to
deliver C12 to the 4'-phosphopantetheine (4-PP) arm of the
C-terminal ACP domain (Fig. 2). This pathway has the advan-
tage over the CoASH-dependent pathway by keeping the fatty
acid thioester intermediate covalently protein-bound and
siphoning it from the fatty acid pool for subsequent biosyn-
thetic steps. The C12 thioester is predicted to be further modi-
fied by dehydrogenation by the FAD-dependent enzyme TamT,
that installs the 3, 4 double bond (Table S1t). Finally, the
bifunctional TamH is thought to catalyse the unusual
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reduction and amination to yield a C12 amine. The C-terminal
domain, a predicted reductase, initiates the two-step reaction
by generating a C12 aldehyde and the N-terminal domain cata-
lyses the amino acid dependent transamination.>*>* The resul-
tant amine (3, Fig. 1) can finally be condensed with the bipyr-
role backbone to form tambjamine YP1 (Fig. S27).

Recombinant P. tunicata TamA was prepared from E. coli
with an N-terminal 6xHis affinity tag>® (Fig. S5%). It was puri-
fied to homogeneity by standard nickel affinity and gel fil-
tration chromatography which showed it to be monomeric
(Fig. S51). The mass (75271 + 2 Da) of the purified TamA was
determined by denaturing liquid chromatography electrospray
ionization - mass spectrometry (LC ESI-MS, Fig. 3a and
Fig. S6T). This is consistent with the predicted value (75270
Da) of the apo-protein lacking the 4'-PP post-translational
modification on the serine residue of the ACP domain. We
employed the commonly used Bacillus subtilis Sfp/CoASH
system in an effort to convert the apo-TamA ACP domain to the
holo-form.>”*® However, the expected mass shift that accompa-
nies the addition of a 4'-PP (340 Da) was not observed
(Fig. 3b). Instead, the observed mass difference (A513 + 3 Da)
is 173 Da larger than anticipated. This mass suggested that
the TamA ACP domain had undergone some form of acylation
as well as 4-PP modification. For this to occur in the absence
of any fatty acid in the Sfp/CoASH reaction, we hypothesised
that the recombinant TamA was isolated with a bound acyl-
adenylate. Thereafter, upon 4'-PP modification with Sfp, the
TamA ANL domain would catalyse transfer of the acyl chain
from the already present acyl-adenylate to the newly-formed
holo-ACP domain.

To determine if an acyl-adenylate was non-covalently bound
in the as-purified TamA, we employed native mass spec-
trometry that we recently used to observe a BioW/pimeloyl-
adenylate complex.*® Fig. 3¢ shows the native MS of TamA
directly after purification with two species observed over three
charge states (18+ to 16+) with nominal masses of 75 800 and
75 280 Da. The average mass difference of these species (~520 Da)
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Fig. 2 Proposed pathway for the formation of the tambjamine YP1 C12 amine tail in P. tunicata. This begins with acyl-adenylate formation catalyzed
by the N-terminal TamA adenylation domain (ANL, blue) and transfer of the fatty acid to the acyl carrier protein (ACP) domain (purple) which has
been converted to the phosphopantetheine (4'-PP) form by a 4'-PP transferase (PPT) using coenzyme A (CoASH). The TamA-bound acyl-thioester is
then dehydrogenated by TamT (dehydrogenase, DH) and thioester reduction and transamination is catalyzed by the bifunctional TamH (thioester
reductase, TR, transaminase, TA) which releases the long chain amine (the order of the TamT and TamH reactions is unknown).
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Fig. 3 Denaturing ESI-MS over the charge states 60+ to 58+ of
(a) apo-TamA and (b) holo-TamA showing a mass difference of 513 Da.
The native mass spectrum (c) of TamA as-purified shows two species for
each charge state (18+ to 16+). The higher abundance species is consist-
ent with a TamA:acyl-adenylate bound complex.

is close to the calculated mass of the expected C12 lauryl-
adenylate (529 Da). Although this native MS method is not
accurate enough to determine the exact mass of the bound
molecule®® it does confirm the presence of a non-covalently
bound species. We attempted to remove the acyl-adenylate
from the protein active site by incubating it overnight with
CoASH and then repeating the native MS. However, there was
no change in the mass spectrum suggesting that CoASH is not
a substrate for the TamA ANL.

Based on the YP1 structure we expected TamA to utilise C12
fatty acids as substrates. However, the mass we observed of the
4'-PP modified and acylated full length TamA was not consist-
ent with a C12 thioester attached to the ACP domain.
Attachment of a C12 fatty acid should result in a mass increase
of 522 Da (182 Da larger than 4'-PP) but the mass shift we
observed was 513 Da (173 Da larger than 4'-PP, Fig. 3b). Since
this does not correspond to the mass of any unsaturated fatty
acids, we postulated that this species could be holo-TamA
modified by a mixture of fatty acid thioesters. The small mass
shifts expected from fatty acids of similar length may not
resolve due to the large size and high charge state of the full
length protein.

To improve the resolution of the MS analysis, we sought to
capture the fatty acid moiety on a smaller ACP protein. So,
guided by our domain analysis, the predicted ACP portion of

This journal is © The Royal Society of Chemistry 2018
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the enzyme was expressed and purified (Fig. S7t). LC ESI-MS
analysis revealed that the ACP domain was isolated in the apo-
form (predicted mass = 10 967.5 Da, observed mass = 10 967.1 +
0.2 Da, Fig. S87). Quantitative conversion to the #0lo-ACP form
was achieved with the Sfp/CoASH system (predicted mass =
11 307.8 Da, observed mass = 11 307.6 + 0.1 Da, Fig. 4a). This
holo-ACP domain was subsequently incubated with full length,
as-purified apo-TamA (with acyl-adenylate(s) bound) to attempt
the thiolation reaction in trans - in effect an intermolecular,
trans-thioesterification. LC ESI-MS analysis of this reaction
revealed the appearance of two new acyl-ACPs. These corres-
pond to the addition of 168.1 + 0.2 and 182.1 + 0.4 Da respect-
ively (Fig. 4b) and these mass differences are consistent with
the attachment of a C11 and C12 fatty acid to the holo-ACP
(predicted mass, 168.3 and 182.3 Da respectively). Although
the presence of a C11 fatty acid is unexpected since only the
C12 form of YP1 has been reported for P. tunicata, other organ-
isms produce tambjamines with varying acyl chain lengths.>*
In the E. coli host we presume the enzyme has picked up the
C11 and C12 fatty acids from the endogenous fatty acid pool.
This data also shows that the catalytic TamA ANL domain is
able to transfer acyl chains to an isolated ACP.

This convenient transfer reaction was used to determine
the fatty acid chain length specificity of the ANL domain. Holo-
TamA produced after 4'-PP modification of the as-purified
TamA was incubated with different fatty acids, Mg®", ATP and
the holo-TamA ACP domain. LC ESI-MS analysis of the ACP
domain showed the extent of acylation for a range of fatty
acids between C2 and C16 (Fig. 5, Table S27). The data reveals
that TamA is able to utilise fatty acids from C6-C13 (the C14
form is barely detectable) however, conversion to the acylated
form is highest for C12. The efficiency of the reaction drops off
substantially outwith the C12-C13 substrates suggesting a very
specific substrate pocket in the ANL active site. In order to test
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Fig. 4 Denaturing ESI-MS analysis of the 7+ charge state of (a) holo-TamA
ACP domain and (b) holo-TamA ACP after incubation with apo-TamA.

Org. Biomol. Chem., 2018, 16, 2735-2740 | 2737


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c8ob00441b

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

Open Access Article. Published on 22 March 2018. Downloaded on 4/4/2026 2:55:36 PM.

(cc)

Paper

1616.17 (7+)

100+
Control
50
0 U T 7 : R ]
1600 1610 1620 1630 1640 1650 1660
100+ 1616.19(7+)
C2
50
0 T B - st ? \
1600 1610 1620 1630 1640 1650 1660
1616.20 (7+)
100+
C4
50
9
=
2 0 - ; ; ; e )
£ 1600 1610 1620 1630 1640 1650 1660
° . 1616.18(7+)
g 100 cs
©
[0)
4
50 1630.21(7+)
0 S > [L\N"- ‘AA- .
1600 1610 1620 1630 1640 1650 1660
100+ 1616.18(7+)
1634.23(7+) cs
50
0 Y T T T T ]
1600 1610 1620 1630 1640 1650 1660
100- 1616.16(7+) 1636.22(7+)
C9
50
0 ittt T o : ; )
1600 1610 1620 1630 1640 1650 1660
m/z

View Article Online

Organic & Biomolecular Chemistry

1616.14 (7+)

100+
c10
1638.19(7+)
50
0 e, T T T T —
1600 1610 1620 1630 1640 1650 1660
100+ 1640.26 (7+)
1616.13(7+) C11
50
0 L ey
1600 1610 1620 1630 1640 1650 1660
1642.27 (7+)
100+
C12
50
g 1616.10 (7+)
2 A
2 o " Bt ' : ; ]
£ 1600 1610 1620 1630 1640 1650 1660
. B 1644.27 (7+)
2 100 Cc13
©
[0}
o
50 1616.16 (7+)
O oot Dttt e bty ; T e
1600 1610 1620 1630 1640 1650 1660
1616.15(7+)
100+
c14
50
1646.13(7+)
0 ; . RS VAR AR .
1600 1610 1620 1630 1640 1650 1660
1616.17 (7+)
100+
c16
50
0 ¥ T i e ey T =y
1600 1610 1620 1630 1640 1650 1660
m/z

Fig. 5 Denaturing ESI-MS analysis of the 7+ charge state of the holo-TamA ACP domain after incubation with holo-TamA, Mg?*, ATP and fatty acids
ranging in length from C2-C16. The values of the deconvoluted masses are described in Table S2.+

the specificity of the ANL domain towards other ACPs, E. coli
ACP (Fig. S9t) was also used in the assay in place of the stand-
alone TamA ACP domain. However, TamA is unable to transfer
the C12 fatty acid to E. coli ACP suggesting a highly specific
recognition between the ANL and ACP domains (Fig. S10t). It
would be interesting to explore this specificity further with a
range of ACPs from different species.*>**

With convincing data supporting acylation of TamA we
wanted to clearly assign the site of 4-PP attachment. The
unusual TamA ACP domain contains two conserved DSV 4'-PP
motifs>**? but the TamA sequence analysis suggests that the
second DSV motif (residues 621-623) is the most likely site of
modification. Holo-TamA was denatured and digested with
trypsin and the resulting peptide mixture was analysed by
ESI-MS. Masses for the acylated 4-PP peptides were not

2738 | Org. Biomol. Chem., 2018, 16, 2735-2740

observed, potentially due to the instability of the thioester
bond under the denaturation conditions. However, a peptide
mass consistent with the 4’-PP on residue S622 was observed
and subjected to MS/MS analysis. A combination of 4’-PP ejec-
tion®" and peptide sequencing confirmed S622 as the site of
the 4’-PP modification (Fig. S117).

Diffraction quality crystals of recombinant TamA have not
been obtained so we used homology modelling to give some
insight into the TamA structure. The ANL domain displays
highest similarity (~30%) to fatty acid AMP-ligases (FAALs,
Fig. S121)**7*° which activate fatty acids for transfer to the
terminal 4'-PP thiol of a separate ACP. FAALs are homologous
to FACLs but are unable to use free CoASH as a substrate.
CoASH is in fact blocked from binding by an insertion loop
common to all FAALs, that acts as a gatekeeper to the active

This journal is © The Royal Society of Chemistry 2018
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site, released upon ACP binding.>> However, the structural
model could not be built using these enzymes as there are no
reported structures of either a FAAL-ACP fusion or a FAAL in
complex with its cognate ACP.

Nonetheless, TamA is a member of the Type I fold of the
ANL enzyme superfamily which includes firefly luciferases,
acyl-CoA synthetases and the adenylation domains of nonribo-
somal peptide synthetases (NRPS). Since it shares ~20%
sequence identity with both NRPS ANL and peptide carrier
protein (PCP) domains a model of the TamA structure was
built with Phyre2*® software using four homologous NRPS
enzyme sequences (Fig. $13 and 147).>”~*! The model displays
the canonical Type I ANL fold as well as the recognizable four-
helical bundle of the carrier protein domain with the 4-PP
modification on $622 located.”*** This working model allows
us to identify residues potentially involved in substrate
binding and catalysis.

Conclusions

In conclusion, we have provided evidence that allows us to
assign an important function to the previously uncharacter-
ized TamA from the tambjamine biosynthetic pathway.
Throughout isolation the recombinant enzyme stabilizes a
mixture of C11 and C12 fatty acid adenylates. We have also
shown that the ANL domain is able to catalyse adenylation and
thiolation reactions on its fused ACP partner as well as trans-
ferring fatty acids of various chain lengths to its separate ACP
domain. Since C12 is the reported chain length of tambjamine
YP1, we postulate that TamA initiates the synthesis of the
essential amine chain. With the acylated forms of TamA in
hand, we can now explore their interactions with the sub-
sequent enzymes, TamT and TamH, in the biosynthetic
pathway. Since TamaA links fatty acid and pyrrole biosynthesis,
our work lays the foundations for engineering this enzyme to
guide production of novel tambjamines with enhanced bio-
logical activity.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

DJC acknowledges support from the Biotechnology and
Biological Sciences Research Council (BBSRC) award (BB/
M003493/1). PMM was supported by a BBSRC Doctoral
Training Grant (BB/J01446X/1). JPS was funded by an award
to DJC from the Industrial Biotechnology Innovation Centre
(IBIOIC). MS data were acquired on an instrument funded by
the Engineering and Physical Sciences Research Council
(EPSRC, EP/K039717/1). We thank Alexis Hennessy and Jia
Dong for providing E. coli ACP.

This journal is © The Royal Society of Chemistry 2018

View Article Online

Paper

Notes and references

1 D.]J. Newman and G. M. Cragg, J. Nat. Prod., 2016, 79, 629~
661.

2 B. Carte and D. J. Faulkner, J. Chem. Ecol., 1986, 12, 795-804.

3 V. J. Paul, N. Lindquist and W. Fenical, Mar. Ecol.: Prog.
Ser., 1990, 59, 109-118.

4 D. M. Pinkerton, M. G. Banwell, M. J. Garson, N. Kumar,
M. Odorico de Moraes, B. C. Cavalcanti, F. W. A. Barros and
C. Pessoa, Chem. Biodiversity, 2010, 7, 1311-1324.

5 P. Kancharla, J. X. Kelly and K. A. Reynolds, J. Med. Chem.,
2015, 58, 7286-7309.

6 M. S. Melvin, K. E. Wooton, C. C. Rich, G. R. Saluta,
G. L. Kucera, N. Lindquist and R. A. Manderville, J. Inorg.
Biochem., 2001, 87, 129-135.

7 M. Kotev, P. Manuel-Manresa, E. Hernando, V. Soto-
Cerrato, M. Orozco, R. Quesada, R. Perez-Tomas and
V. Guallar, J. Chem. Inf. Model., 2017, 58, 2089-2098.

8 A. M. Rodilla, L. Korrodi-Gregério, E. Hernando,
P. Manuel-Manresa, R. Quesada, R. Pérez-Tomas and
V. Soto-Cerrato, Biochem. Pharmacol., 2017, 126, 23-33.

9 P. Iglesias Hernandez, D. Moreno, A. A. Javier, T. Torroba,
R. Pérez-Tomas and R. Quesada, Chem. Commun., 2012, 48,
1556-1558.

10 E. Hernando, V. Soto-Cerrato, S. Cortés-Arroyo, R. Pérez-
Tomas and R. Quesada, Org. Biomol. Chem., 2014, 12,
1771-1778.

11 M. S. Melvin, D. C. Ferguson, N. Lindquist and
R. A. Manderville, J. Org. Chem., 1999, 64, 6861-6869.

12 V. Saggiomo, S. Otto, 1. Marques, V. Félix, T. Torroba and
R. Quesada, Chem. Commun., 2012, 48, 5274-5276.

13 A. Franks, P. Haywood, C. Holstrom, S. Egan, S. Kjelleberg
and N. Kumar, Molecules, 2005, 10, 1286-1291.

14 C. Burke, T. Thomas, S. Egan and S. Kjelleberg, Environ.
Microbiol., 2007, 9, 814-818.

15 D. X. Hu, D. M. Withall, G. L. Challis and R. J. Thomson,
Chem. Rev., 2016, 116, 7818-7849.

16 N. R. Williamson, P. C. Fineran, F. ]J. Leeper and
G. P. C. Salmond, Nat. Rev., 2006, 4, 887-899.

17 C. Holmstrom, S. James, B. A. Neilan, D. C. White and
S. Kjelleberg, Int. J. Syst. Bacteriol., 1998, 48, 1205-1212.

18 J. Beld, D. J. Lee and M. D. Burkart, Mol. Biosyst., 2015, 11,
38-59.

19 S. F. Altschup, W. Gish, W. Miller, E. W. Myers and
D. J. Lipman, J. Mol. Biol., 1990, 215, 403-410.

20 A. M. Gulick, ACS Chem. Biol., 2009, 4, 811-827.

21 S. Schmelz and J. H. Naismith, Curr. Opin. Struct. Biol.,
2009, 19, 666-671.

22 J. Crosby and M. P. Crump, Nat. Prod. Rep., 2012, 29, 1111~
1137.

23 D. I Chan and H. ]J. Vogel, Biochem. J., 2010, 430, 1-19.

24 U. R. Awodi, J. L. Ronan, J. Masschelein, E. L. C. de los
Santos and G. L. Challis, Chem. Sci., 2017, 8, 411-415.

25 X. Lou, T. Ran, N. Han, Y. Gao, J. He, L. Tang, D. Xu and
W. Wang, Biochem. Biophys. Res. Commun., 2014, 447,
178-183.

Org. Biomol. Chem., 2018, 16, 2735-2740 | 2739


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c8ob00441b

Open Access Article. Published on 22 March 2018. Downloaded on 4/4/2026 2:55:36 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Paper

26

27

28

29

30

31

32

H. Liu and J. H. Naismith, Protein Expression Purif., 2009,
63, 102-111.

L. E. N. Quadri, P. H. Weinreb, M. Lei, M. M. Nakano,
P. Zuber and C. T. Walsh, Biochemistry, 1998, 37, 1585-
1595.

J. Beld, E. C. Sonnenschein, C. R. Vickery, J. P. Noel and
M. D. Burkart, Nat. Prod. Rep., 2014, 31, 61-108.

M. Wang, L. Moynié, P. J. Harrison, V. Kelly, A. Piper,
J. H. Naismith and D. J. Campopiano, Nat. Chem. Biol.,
2017, 13, 660-667.

P. Lossl, J. Snijder and A. J. R. Heck, Am. Soc. Mass
Spectrom., 2014, 25, 906-917.

J. M. Crawford, P. M. Thomas, J. R. Scheerer, A. L. Vagstad,
N. L. Kelleher and C. A. Townsend, Science, 2008, 320, 243—
247.

M. L. Kuhn, E. Alexander, G. Minasov, H. ]. Page,
Z. Wawrzak, L. Shuvalova, K. ]J. Flores, D. J. Wilson, C. Shi,
C. C. Aldrich and W. F. Anderson, ACS Infect. Dis., 2016, 2,
579-591.

2740 | Org. Biomol Chem., 2018, 16, 2735-2740

33

34

35

36

37

38

39

40

41

View Article Online

Organic & Biomolecular Chemistry

V. Guillet, S. Galandrin, L. Maveyraud, S. Ladeveze,
V. Mariaule, C. Bon, N. Eynard, M. Daffé, H. Marrakchi and
L. Mourey, J. Biol. Chem., 2016, 291, 7973-7989.

W. Li, S. Gu, J. Fleming and L. Bi, Sci. Rep., 2015, 5, 15493.
Z. Zhang, R. Zhou, J. M. Sauder, P. J. Tonge, S. K. Burley
and S. Swaminathan, J. Mol. Biol., 2011, 406, 313-324.

L. A. Kelley, S. Mezulis, C. M. Yates, M. N. Wass and
M. J. E. Sternberg, Nat. Protoc., 2015, 10, 845-858.

A. Tanovic, S. A. Samel, L.-O. Essen and M. A. Marahiel,
Science, 2008, 321, 659-664.

M. J. Tarry, A. S. Haque, K. H. Bui and T. M. Schmeing,
Structure, 2017, 25, 783-793.

E. ]. Drake, B. R. Miller, C. Shi, J. T. Tarrasch, J. A. Sundlov,
C. L. Allen, G. Skiniotis, C. C. Aldrich and A. M. Gulick,
Nature, 2016, 529, 235-238.

B. R. Miller, E. J. Drake, C. Shi, C. C. Aldrich and
A. M. Gulick, J. Biol. Chem., 2016, 291, 22559-22571.

J. M. Reimer, M. N. Aloise, P. M. Harrison and
T. M. Schmeing, Nature, 2016, 529, 239-242.

This journal is © The Royal Society of Chemistry 2018


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c8ob00441b

	Button 1: 


