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The preclinical in vitro and in vivo benchmark figures of cationic antimicrobial peptides

have to be revisited based on the newly discovered alternative modes of action.

Keywords: immunostimulation, protein folding, protein synthesis inhibitor, resistance, toxicity

My Pubmed search of the keywords “antimicrobial peptide efficacy mouse” yielded >1,000
citations. Even when I included the further restrictive keywords “systemic infection” that should
exclude cutaneous infection models, I still found almost 200 papers. These came from tens of
laboratories all focusing on antimicrobial peptide efficacy in mouse models targeting Gram-
negative and Gram-positive pathogens, fungi, as well as sepsis, and toxin models. In other
words, essentially all aspects of clinical microbiology with the prevailing publication bias already
understood, most reporting positive results. Given this robust preclinical interest by the research
community one would think that development efforts would be a natural consequence, with clinical
trials logically proceeding, in a pace faster than that we saw at the Kentucky Derby, in order to be
the first antimicrobial peptide to reach NDA approval in the twenty-first century and establish
market dominance. This is not the case, however. As of February, 2015 not a single clinical
trial of an antimicrobial peptide against sepsis was registered (Martin et al., 2015), and, other
than the decades-old polymyxins, no peptide is on the horizon against bacteremia. In fact, as a
research community, we have started to unearth many roadblocks that concern clinical trialists.
The more we characterize the mode of action, toxicity, resistance induction, pharmacokinetics and
pharmacodynamics, the more exciting questions emerge to which we have little answer, if any at all.

Antimicrobial peptides (or as recently called host defense peptides) have reached NDA approval
and late clinical trial stage against nail and skin conditions (Rabanal and Cajal, 2016). One of the
reasons is clearly the role of host defense peptides in cutaneous biology and wound healing (Otvos
and Ostorhazi, 2015, vide infra). Topical treatment therapy can mask systemic toxicity concerns
(Bush et al., 2004), although as we very recently documented, cationic host defense peptides can
enter the circulation after application to undamaged skin (Ostorhazi et al., 2017).

From the get-go, antimicrobial compounds are evaluated based on their ability to kill
various bacterial strains. The desired in vitro minimal inhibitory concentration (MIC) threshold
values of antimicrobials are strain-dependent and vary based dosage, pharmacokinetics and
pharmacodynamics, just mention a few, as well as occasionally they differ in the USA and in Europe
(Rodloff et al., 2008). Yet, it is safe to say that regulatory agencies expect MIC values below 2mg/L
(except against very hard to kill bacteria) measured under standard conditions, developed for
small molecule drug screening. Almost all native and most designer antimicrobial peptides simply
cannot do this. To explain why native peptides can protect insects and other animals from bacterial
infection and to convince the industry that we are on to something good, we developed special low
salt media in which peptide antibiotics perform better. Indeed, the in vivo microenvironment of
bacterial growth might be completely different from that in Muller-Hinton broth. Nevertheless, the
classic dogma says that cationic antimicrobial peptides kill bacteria by depolarizing of or simply by
punching holes in the negatively charged bacterial membrane surface (Yang et al., 2001) and thus
low ionic strength can not only influence the efficacy of membrane assembly, but also potentate
ionic interactions. In any event, for regulatory approval peptide-friendly media have to be replaced
with standard media.
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To demonstrate that antimicrobial peptides are as worthy as
standard small molecules, we are racing to continuously improve
the MIC figures; for cationic peptides this means enhancing a
peptide’s ability to destroy bacterial cell membranes. To continue
the Kentucky Derby analogy, we might be racing on the wrong
track. What if the cationic side-chains are just to promote entry
into bacterial and host cells? Perhaps antimicrobial peptides
have separate domains, one to penetrate cells and another to
bind their intracellular target(s); the in vitro measure of an
MIC would not be reflective of the actual mechanism of action
and may falsely be read as activity in the micromolar (cell
penetration) concentration rather than the pico- or nanomolar
(intracellular targeting) concentration? In this case, we are
quantifying something that is completely independent of the
particular peptide, and cannot differentiate among peptides that
inhibit bacterial nucleic acid or protein synthesis (Hale and
Hancock, 2007; Krizsan et al., 2015), protein folding (Kragol
et al., 2001) or lipid complexation (McCafferty et al., 1999)
just to mention a few non-membrane related but still bacteria-
related activities. Then we have to select prudent and universally
acceptable measures and benchmarks for alternative modes of
action. But if we want to accurately measure the extent of
intracellular actions, our assays have little to do with whole
bacterial cell survival or proliferation inhibition.

Up to this point, our working hypothesis has been that
antimicrobial peptides inactivate something in bacteria. An ever-
increasing body of evidence indicates however, that in vivo,
antimicrobial peptides have stronger effects on host functions
rather than bacterial survival with a primary mode host
protection grounded in innate immunity activation, at least
for peptides close to or under clinical development (Lai and
Gallo, 2009; Brandenburg et al., 2012; Hilchie et al., 2013).
Perhaps the best example is the remarkable efficacy of the
peptide dimer A3-APO and its monomeric metabolite in several
mouse infection models when the peptides have very limited
bactericidal activity against Staphylococcus aureus or Proteus
mirabilis strains in vitro, but significantly improve survival as
well as reduce bacterial counts in vivo at the infection sites and
in the circulation (Ostorhazi et al., 2011). Host responses to
cationic peptides include complex immunomodulatory actions
(Upton et al., 2012) such as immunostimulation (Wakabayashi
et al., 2003), specifically macrophage activation (Welkos et al.,
2011), chemotaxis (Radek and Gallo, 2010), or upregulation of
anti- or pro-inflammatory cytokine production (Capparelli et al.,
2012; Tang et al., 2014). Activation of angiogenesis and other
processes instrumental to tissue repair represent the cornerstones
of host defense peptide, as adjuvant, use in cutaneous conditions
and wound healing with or without bacterial infection (Elsbach,
2003; Bardan et al., 2004; Ostorhazi et al., 2010). Showing
efficacy of any given peptide in vitro, especially superiority
to earlier analogs, requires comparison of a wide range of
immune activities, much like comparing apples and oranges;
certainly not MICs. In vivo we have to resort to improvement
of survival and reduction of bacterial loads. Perhaps an accurate
measure of pro- or anti-inflammatory cytokine production upon
host-defense peptide administration in vivo can identify truly
outstanding clinical peptide candidates. Luckily a wide range

of easy to use ELISA kits are commercially available for this
purpose.

The saving grace is that inhibition of bacterial protein folding
can attenuate a major bacteria-related health concern, that
is, activation of proteinaceous toxin production. A series of
bacterial strains express life-threatening polyamide toxins, such
as S. aureus (α-hemolysin, Berube and Bubeck Wardenburg,
2013), Clostridium perfringens (enterotoxin, Freedman et al.,
2016), and Burkholderia pseudomallei (lethal factor, Cruz-Migoni
et al., 2011). Our proline-rich antibacterial peptide dimer A3-
APO inhibits Bacillus cereus enterotoxin production and Bacillus
anthracis replication in vitro, and statistically significantly delays
lethal toxin-induced mortality in a mouse model of anthrax
(Otvos et al., 2014a). Luckily, highly accurate bacterial toxin
detecting and quantifying kits are commercially available for
many of the potential indications and the use of these kits can
accelerate drug development. Worth noting, bacteria may still
survive upon host defense peptide treatment but they would be
unable to produce active proteinaceous toxins.

Along these lines, not only protein-based toxins can
be inhibited but any bacterial enzyme that is resistant to
conventional antibiotics. Proline-arginine rich antimicrobial
peptides can recover the lost activity of legacy antibiotics
including β-lactams, chloramphenicol, sulfonamides, or
trimethoprim against multidrug resistant strains by inactivating
the enzymes that provide resistance against the small molecule
antibiotics (Cassone et al., 2008). Antimicrobial peptides
may also potentate the in vivo effect of legacy antimicrobials
through anti-inflammatory effects during classical antimicrobial
chemotherapy (Li et al., 2014). Alternatively, synergy in vivo
may arise between α-helical peptides (Cirioni et al., 2008) or
peptides and other antibiotics (Hu et al., 2015) acting on cell wall
synthesis through increased drug concentration locally on the
target bacterial structures.

One of the perennial arguments for the use of antimicrobial
peptides is the lack of resistance induction. This is based on
in vitro assays in which bacteria are repeatedly incubated with
sub-MIC concentrations of antibiotics and then changes in the
MIC values are determined after 15–20 passages. This strictly
microbiology measure can indeed be useful if the mode of action
is only membrane disruption. Host defense peptide resistance
is clearly dependent upon membrane activity (Tzeng et al.,
2005; Kindrachuk et al., 2007). However, for peptides with
alternative modes of action, the sublethal passage assay has little
positive predictive value. The major microbiological difference
between A3-APO and its monomeric analog, Chex1-Arg20,
is the improved membrane-disruptive activity of the dimeric
prodrug. Only the monomer induces microbiological resistance,
and only against one strain. The intracellular target, however,
DnaK, remains preserved after multiple passages with no genetic
alterations; the DnaK multihelical lid region, where the peptides
bind and the putative transport protein SbmA are unchanged
(Cassone et al., 2009). More concerning, in vitro S. aureus
develops resistance to magainin, with cross-resistance to human-
neutrophil-defensin-1, a key component of the innate immune
system (Habets and Brockhurst, 2012) projecting potential risks
of host defense peptide therapies.
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Finally, investigational new drug applications (IND) typically
require pharmacokinetic parameters as detailed in published
FDA Guidance documents. These parameters, however, may
be problematic for antimicrobial peptides. In the classical
view, to protect mammals from bacteremia, we need to
maintain a sustained (multiple hours) circulating antimicrobial
concentration of 1.3 × MIC (Otvos et al., 2005); this may not,
as currently measured, be supportive of an antimicrobial peptide
IND application. First, positively charged antimicrobial peptides
avidly bind negatively charged components of not only bacteria,
but also the mammalian body, including serum albumin. To
measure the blood level of both bound and free antimicrobials,
special chromatography/mass spectroscopy protocols should be
used (Schmidt et al., 2016). Second, for alternative modes of
action, e.g., to trigger a host immune response, the required
circulation levels can be 1,000 times less than that for bactericidal
activity and frequently below current detection limits (Otvos
et al., 2014b). Third, when peptides bind their targets, the
ligand residence time is very long, and the targets remain

engaged considerably longer than the time period of typical renal
elimination. For peptide drugs, pharmacodynamics (what the
drug does to the body) is a more practical measure of biological
activity than pharmacokinetics (what the body does to the drug,
Otvos and Wade, 2014).

So my fellow host defense peptide riders please take off the
blinkers and ride your horses on the correct tracks, sometimes
not frequented by other contestants, to win the race. For one, I
have not bet for the favorite at the Preakness.

AUTHOR CONTRIBUTIONS

The author confirms being the sole contributor of this work and
approved it for publication.

ACKNOWLEDGMENTS

I thank Drs John Wade and Carl Kraus for critical reading of the
manuscript.

REFERENCES

Bardan, A., Nizet, V., and Gallo, R. L. (2004). Antimicrobial peptides and the skin.

Expert Opin. Biol. Ther. 4, 543–549. doi: 10.1517/14712598.4.4.543

Berube, B. J., and Bubeck Wardenburg, J. (2013). Staphylococcus aureus α-toxin:

nearly a century of intrigue. Toxins 5, 1140–1166. doi: 10.3390/toxins5061140

Brandenburg, L. O., Merres, J., Albrecht, L. J., Varoga, D., and Pufe, T.

(2012). Antimicrobial peptides: multifunctional dugs for different applications.

Polymers 4, 539–560. doi: 10.1155/2013/675391

Bush, K., Macielag, M., and Weidner-Wells, M. (2004). Taking inventory:

antibacterial agents currently at or beyond phase 1. Curr. Opin. Microbiol. 7,

466–476. doi: 10.1016/j.mib.2004.08.013

Capparelli, R., De Chiara, F., Nocerino, N., Montella, R. C., Iannaccone, M.,

Fulgione, A., et al. (2012). New perspectives for natural antimicrobial peptides:

application as anti-inflammatory drugs in a murine model. BMC Immunol.

13:61. doi: 10.1186/1471-2172-13-61

Cassone, M., Frith, N., Vogiatzi, P., Wade, J. D., and Otvos, L. Jr. (2009). Induced

resistance to the designer proline-rich antimicrobial peptide A3-APO does not

involve changes in the intracellular target DnaK. Int. J. Pept. Res. Ther. 15,

121–128. doi: 10.1007/s10989-009-9176-1

Cassone, M., Vogiatzi, P., La Montagna, R., De Olivier Inacio, V., Cudic, P.,

Wade, J. D., et al. (2008). Scope and limitations of the designer proline-rich

antibacterial peptide dimer, A3-APO, alone or in synergy with conventional

antibiotics. Peptides 29, 1878–1886. doi: 10.1016/j.peptides.2008.07.016

Cirioni, O., Silvestri, C., Ghiselli, R., Orlando, F., Riva, A., Mocchegiani, F., et al.

(2008). Protective effects of the combination of alpha-helical antimicrobial

peptides and rifampicin in three rat models of Pseudomonas aeruginosa

infection. J. Antimicrob. Chemother. 62, 1332–1338. doi: 10.1093/jac/dkn393

Cruz-Migoni, A., Hautbergue, G. M., Artymiuk, P. J., Baker, P. J., Bokori-

Brown, M., Chang, C. T., et al. (2011). A Burkholderia pseudomallei toxin

inhibits helicase activity of translation factor eIF4A. Science 334, 821–824.

doi: 10.1126/science.1211915

Elsbach, P. (2003). What is the real role of antimicrobial polypeptides that can

mediate several other inflammatory responses? J. Clin. Invest. 111, 1643–1645.

doi: 10.1172/JCI200318761

Freedman, J. C., Shrestha, A., and McClane, B. A. (2016). Clostridium perfringens

enterotoxin: action, genetics, and translational applications. Toxins 8:E73.

doi: 10.3390/toxins8030073

Habets, M. G., and Brockhurst, M. A. (2012). Therapeutic antimicrobial

peptides may compromise natural immunity. Biol. Lett. 8, 416–418.

doi: 10.1098/rsbl.2011.1203

Hale, J. D., andHancock, R. E. (2007). Alternative mechanisms of action of cationic

antimicrobial peptides on bacteria. Expert Rev. Anti Infect. Ther. 5, 951–959.

doi: 10.1586/14787210.5.6.951

Hilchie, A. L., Wuerth, K., and Hancock, R. E. (2013). Immune modulation by

multifaceted cationic host defense (antimicrobial) peptides. Nat. Chem. Biol. 9,

761–768. doi: 10.1038/nchembio.1393

Hu, Y., Liu, A., Vaudrey, J., Vaiciunaite, B., Moigboi, C., McTavish,

S. M., et al. (2015). Combinations of β-lactam or aminoglycoside

antibiotics with plectasin are synergistic against methicillin-sensitive

and methicillin-resistant Staphylococcus aureus. PLoS ONE 10:e0117664.

doi: 10.1371/journal.pone.0117664

Kindrachuk, J., Paur, N., Reiman, C., Scruten, E., and Napper, S. (2007). The PhoQ-

activating potential of antimicrobial peptides contributes to antimicrobial

efficacy and is predictive of the induction of bacterial resistance. Antimicrob.

Agents Chemother. 51, 4374–4381. doi: 10.1128/AAC.00854-07

Kragol, G., Lovas, S., Varadi, G., Condie, B. A., Hoffmann, R., and Otvos, L. Jr.

(2001). The antibacterial peptide pyrrhocoricin inhibits the ATPase actions

of DnaK and prevents chaperone-assisted protein folding. Biochemistry 40,

3016–3026. doi: 10.1021/bi002656a

Krizsan, A., Prahl, C., Goldbach, T., Knappe, D., and Hoffmann, R. (2015).

Short proline-rich antimicrobial peptides inhibit either the bacterial 70S

ribosome or the assembly of its large 50S subunit. Chembiochem 16, 2304–2308.

doi: 10.1002/cbic.201500375

Lai, Y., and Gallo, R. L. (2009). AMPed up immunity: how antimicrobial

peptides have multiple roles in immune defense. Trends Immunol. 30, 131–141.

doi: 10.1016/j.it.2008.12.003

Li, S. A., Liu, J., Xiang, Y., Wang, Y. J., Lee, W. H., and Zhang, Y. (2014).

Therapeutic potential of the antimicrobial peptide OH-CATH30 for antibiotic-

resistant Pseudomonas aeruginosa keratitis. Antimicrob. Agents Chemother. 58,

3144–2150. doi: 10.1128/AAC.00095-14

Martin, L., van Meegern, A., Doemming, S., and Schuerholz, T. (2015).

Antimicrobial peptides in human sepsis. Front. Immunol. 6:404.

doi: 10.3389/fimmu.2015.00404

McCafferty, D. G., Cudic, P., Yu, M. K., Behenna, D. C., and Kruger, R. (1999).

Synergy and duality in peptide antibiotic mechanisms. Curr. Opin. Chem. Biol.

3, 672–680. doi: 10.1016/S1367-5931(99)00025-3

Ostorhazi, E., Holub, M. C., Rozgonyi, F., Harmos, F., Cassone, M., Wade, J.

D., et al. (2011). Broad-spectrum antimicrobial efficacy of peptide A3-APO

in mouse models of multidrug-resistant wound and lung infections cannot be

explained by in vitro activity against the pathogens involved. Int. J. Antimicrob.

Agents. 37, 480–484. doi: 10.1016/j.ijantimicag.2011.01.003

Frontiers in Chemistry | www.frontiersin.org 3 June 2017 | Volume 5 | Article 42

https://doi.org/10.1517/14712598.4.4.543
https://doi.org/10.3390/toxins5061140
https://doi.org/10.1155/2013/675391
https://doi.org/10.1016/j.mib.2004.08.013
https://doi.org/10.1186/1471-2172-13-61
https://doi.org/10.1007/s10989-009-9176-1
https://doi.org/10.1016/j.peptides.2008.07.016
https://doi.org/10.1093/jac/dkn393
https://doi.org/10.1126/science.1211915
https://doi.org/10.1172/JCI200318761
https://doi.org/10.3390/toxins8030073
https://doi.org/10.1098/rsbl.2011.1203
https://doi.org/10.1586/14787210.5.6.951
https://doi.org/10.1038/nchembio.1393
https://doi.org/10.1371/journal.pone.0117664
https://doi.org/10.1128/AAC.00854-07
https://doi.org/10.1021/bi002656a
https://doi.org/10.1002/cbic.201500375
https://doi.org/10.1016/j.it.2008.12.003
https://doi.org/10.1128/AAC.00095-14
https://doi.org/10.3389/fimmu.2015.00404
https://doi.org/10.1016/S1367-5931(99)00025-3
https://doi.org/10.1016/j.ijantimicag.2011.01.003
http://www.frontiersin.org/Chemistry
http://www.frontiersin.org
http://www.frontiersin.org/Chemistry/archive


Otvos Racing on the Wrong Track

Ostorhazi, E., Horvath, A., Szabo, D., and Otvos, L. Jr. (2017). Transdermally

administered proline-arginine-rich host defense peptides show systemic

efficacy in a lethal bacteremia model. Amino Acids.

Ostorhazi, E., Rozgonyi, F., Sztodola, A., Harmos, F., Kovalszky, I., Szabo, D.,

et al. (2010). Preclinical advantages of intramuscularly administered peptide

A3-APO over existing therapies in Acinetobacter baumannii wound infections.

J. Antimicrob. Chemother. 65, 2416–2422. doi: 10.1093/jac/dkq337

Otvos, L. Jr., and Wade, J. D. (2014). Current challenges in peptide-based drug

discovery. Front. Chem. 2:62. doi: 10.3389/fchem.2014.00062

Otvos, L. Jr., Vetter, S. W., Koladia, M., Knappe, D., Schmidt, R., Ostorhazi, E.,

et al. (2014b). The designer leptin antagonist peptide Allo-aca compensates for

short serum half-life with very tight binding to the receptor. Amino Acids 46,

873–882. doi: 10.1007/s00726-013-1650-6

Otvos, L. Jr., Wade, J. D., Lin, F., Condie, B. A., Hanrieder, J., and Hoffmann, R.

(2005). Designer antibacterial peptides kill fluoroquinolone-resistant clinical

isolates. J. Med. Chem. 48, 5349–5359. doi: 10.1021/jm050347i

Otvos, L. Jr., and Ostorhazi, E. (2015). Therapeutic utility of antibacterial

peptides in wound healing. Expert Rev. Anti Infect. Ther. 13, 871–881.

doi: 10.1586/14787210.2015.1033402

Otvos, L. Jr., Flick-Smith, H., Fox, M., Ostorhazi, E., Dawson, R. M., and Wade,

J. D. (2014a). The designer proline-rich antibacterial peptide A3-APO prevents

Bacillus anthracis mortality by deactivating bacterial toxins. Protein Pept. Lett.

21, 374–381. doi: 10.2174/09298665113206660108

Rabanal, F., and Cajal, Y. (2016). “Therapeutic potential of antimicrobial peptides,”

in New Weapons to Control Bacterial Growth, eds T.G. Villa and M. Vinas

(Springer International Publishing), 433–452. doi: 10.1007/978-3-319-28368-5

Radek, K. A., and Gallo, R. L. (2010). “Amplifying healing: the role of antimicrobial

peptides in wound repair,” in Advances in Wound Care, Vol. 1, ed C.

K Sen (New Rochelle, NY: Mary Ann Liebert Inc., Publishers), 223–229.

doi: 10.1089/awc.2009.0129

Rodloff, A., Bauer, T., Ewig, S., Kujath, P., and Müller, E. (2008). Susceptible,

intermediate, and resistant - the intensity of antibiotic action. Dtsch. Arztebl.

Int. 105, 657–662. doi: 10.3238/arztebl.2008.0657

Schmidt, R., Ostorházi, E., Wende, E., Knappe, D., and Hoffmann, R.

(2016). Pharmacokinetics and in vivo efficacy of optimized oncocin

derivatives. J. Antimicrob. Chemother. 71, 1003–1011. doi: 10.1093/jac/

dkv454

Tang, J., Liu, H., Gao, C., Mu, L., Yang, S., Rong, M., et al. (2014). A small

peptide with potential ability to promote wound healing. PLoS ONE 9:e92082.

doi: 10.1371/journal.pone.0092082

Tzeng, Y. L., Ambrose, K. D., Zughaier, S., Zhou, X., Miller, Y. K., Shafer, W. M.,

et al. (2005). Cationic antimicrobial peptide resistance inNeisseria meningitidis.

J. Bacteriol. 187, 5387–5396. doi: 10.1128/JB.187.15.5387-5396.2005

Upton, M., Cotter, P., and Tagg, J. (2012). Antimicrobial peptides as therapeutic

agents. Int. J. Microbiol. 2012:326503. doi: 10.1155/2012/326503

Wakabayashi, H., Takase, M., and Tornita, M. (2003). Lactoferricin

derived from milk protein lactoferrin. Curr. Pharm. Des. 9, 1277–1287.

doi: 10.2174/1381612033454829

Welkos, S., Cote, C. K., Hahn, U., Shastak, O., Jedermann, J., Bozue, J., et al. (2011).

Humanized θ-defensins (retrocyclins) enhance macrophage performance

and protect mice from experimental anthrax infections. Antimicrob. Agents

Chemother. 55, 4238–4250. doi: 10.1128/AAC.00267-11

Yang, L., Harroun, T. A., Weiss, T. M., Ding, L., and Huang, H. W. (2001). Barrel-

stave model or toroidal model? A case study on melittin pores. Biophys. J. 81,

1475–1485. doi: 10.1016/S0006-3495(01)75802-X

Conflict of Interest Statement: LO is the inventor of an antimicrobial peptide

patent owned by Temple University and licensed by Arrevus, Inc. The author is a

consultant for Arrevus.

Copyright © 2017 Otvos. This is an open-access article distributed under the terms

of the Creative Commons Attribution License (CC BY). The use, distribution or

reproduction in other forums is permitted, provided the original author(s) or licensor

are credited and that the original publication in this journal is cited, in accordance

with accepted academic practice. No use, distribution or reproduction is permitted

which does not comply with these terms.

Frontiers in Chemistry | www.frontiersin.org 4 June 2017 | Volume 5 | Article 42

https://doi.org/10.1093/jac/dkq337
https://doi.org/10.3389/fchem.2014.00062
https://doi.org/10.1007/s00726-013-1650-6
https://doi.org/10.1021/jm050347i
https://doi.org/10.1586/14787210.2015.1033402
https://doi.org/10.2174/09298665113206660108
https://doi.org/10.1007/978-3-319-28368-5
https://doi.org/10.1089/awc.2009.0129
https://doi.org/10.3238/arztebl.2008.0657
https://doi.org/10.1093/jac/dkv454
https://doi.org/10.1371/journal.pone.0092082
https://doi.org/10.1128/JB.187.15.5387-5396.2005
https://doi.org/10.1155/2012/326503
https://doi.org/10.2174/1381612033454829
https://doi.org/10.1128/AAC.00267-11
https://doi.org/10.1016/S0006-3495(01)75802-X
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://www.frontiersin.org/Chemistry
http://www.frontiersin.org
http://www.frontiersin.org/Chemistry/archive

	Racing on the Wrong Track
	Author Contributions
	Acknowledgments
	References


