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Lasso peptides form a growing family of fascinating ribosomally-
synthesized and post-translationally modified peptides produced by
bacteria. They contain 15 to 24 residues and share a unique interlocked
topology that involves an N-terminal 7 to 9-residue macrolactam ring
where the C-terminal tail is threaded and irreversibly trapped. The ring
results from the condensation of the N-terminal amino group with a
side-chain carboxylate of a glutamate at position 8 or 9, or an
aspartate at position 7, 8 or 9. The trapping of the tail involves bulky
amino acids located in the tail below and above the ring and/or
disulfide bridges connecting the ring and the tail. Lasso peptides are
subdivided into three subtypes depending on the absence (class II) or
presence of one (class III) or two (class I) disulfide bridges. The lasso
topology results in highly compact structures that give to lasso
peptides an extraordinary stability towards both protease degradation
and denaturing conditions. Lasso peptides are generally receptor
antagonists, enzyme inhibitors and/or antibacterial or antiviral (anti-
HIV) agents. The lasso scaffold and the associated biological activities
shown by lasso peptides on different key targets make them promising
molecules with high therapeutic potential. Their application in drug
design has been exemplified by the development of an integrin
antagonist based on a lasso peptide scaffold. The biosynthesis
machinery of lasso peptides is therefore of high biotechnological
interest, especially since such highly compact and stable structures
have to date revealed inaccessible by peptide synthesis. Lasso peptides
are produced from a linear precursor LasA, which undergoes a
maturation process involving several steps, in particular cleavage of the
leader peptide and cyclization. The post-translational modifications are
ensured by a dedicated enzymatic machinery, which is composed of an
ATP-dependent cysteine protease (LasB) and a lactam synthetase (LasC)
that form an enzymatic complex called lasso synthetase. Microcin J25,
produced by Escherichia coli AY25, is the archetype of lasso peptides
and the most extensively studied. To date only around forty lasso
peptides have been isolated, but genome mining approaches have
revealed that they are widely distributed among Proteobacteria and
Actinobacteria, particularly in Streptomyces, making available a rich
resource of novel lasso peptides and enzyme machineries towards
lasso topologies.
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Dieses Sonderheft vermittelt Controllern und Managern, wie
Krankenhäuser und Krankenkassen im komplexen Gesundheitssektor
erfolgreich gesteuert und geführt werden können. Renommierte
Wissenschaftler, Berater, Chefärzte sowie Geschäftsführer und
Controller von Kliniken, großen Klinikverbünden und Krankenkassen
vermitteln einen umfassenden Blick auf den aktuellen Stand des
Controllings im deutschen Gesundheitswesen. Sie zeigen auf, mit
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welchen konkreten Maßnahmen sich das Krankenhaus-Controlling und
das Klinik-Management optimieren lassen, wie beispielsweise eine
bessere Zusammenarbeit zwischen Fach- und Controlling-Abteilungen,
ein effizienteres Reporting oder die Einführung ganzheitlicher
Steuerungsinstrumente gelingt. Controller und Manager erhalten
wertvolle Anregungen, um die Zukunftsfähigkeit ihrer Kliniken in Zeiten
von großen Gesetzesvorhaben wie der deutschen
Krankenhausstrukturreform langfristig zu sichern. Der Inhalt: Der
deutsche Krankenhaus-Controller in Zahlen Medizin-Controller und
Chefarzt – Ein starkes Team? „Mit Controlling treibe ich medizinische
Qualität“ Mit Dashboards navigieren Kosteneffekte von Komplikationen
besser analysieren Strategische Unternehmensplanung bei der
Techniker Krankenkasse Das Berichtswesen adressatengerechter
gestalten Zeitenwende im Klinik-Management Medizin-Controlling
zwischen Wunsch und Klinikalltag Praxisfall Privatisierung Die
Herausgeber Prof. Dr. Utz Schäffer und Prof. Dr. Dr. h. c. Jürgen Weber
sind Direktoren des Instituts für Management und Controlling (IMC) der
WHU – Otto Beisheim School of Management in Vallendar und
Herausgeber der Controlling & Management Review.


