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Zukunft

New targets
72%

Natural products

R,
Antimicrobial
R; peptides

R,

Targeting new ribosomal binding sites,
membrane and cell wall, transcription
and translation, gene interference,
metabolism and so on

Theuretzbacher, Nat Rev Microbiol 2020
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Antibiotikagruppen in klin Pipeline

B B-lactam = Bllcossasms n=11(42%)
B Tetracycline .....oovvvvvinieennnnnn. n=3 (11%)
W Aminoglycoside...............uvn...... n=1 (4%)
B Topoisomerase inhibitor ............ n=2 (7%)

Macrolide/ketolide ................... n=2 (8%)
B Oxazolidinone. e n=1(4%)
B POlymyXin ....ooovviiiiiieieieeen, n=2 (8%)
B Antibiotic hybrid ...................... n=2 (8%)
B Fabl inhibitor..........ccccvvveinnnnnnn. n=1(4%)

FtsZ INhIDILOr .ooevnanseimnaninssn n=1(4%)

WHO 2020
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MSSA & MRSA

Cephalosporins  Lipopeptides Lipoglycopeptides Oxazolidinones Fluoroquinolones Tetracyclines
Ceftaroline Daptomycin Telavancin Dalbavancin Oritavancin Linezolid Tedizolid Delafloxacin Omadacycline
MSSA,MRSA,  MSSA,MRSA,  MSSA,MRSA,  MSSA,MRSA, | MSSA,MRSA, | MSSA,MRSA,  MSSA, MRSA, MSSA, MRSA,
CoNS, CoNS, CoNS, CoNS, CoNS, CoNS, CoNS, MSSA, MRSA, CoNS,
In vitro activi streptococci, streptococci, streptococci, streptococci, streptococci, streptococci, streptococci, CoNS, streptococci,
ty some enterococci enterococci enterococci enterococci enterococci enterococci streptococci, E. enterococci
Enterococcus including VRE  including VRE  including VRE | including VRE | including VRE  including VRE faecalis including VRE
faecalis isolates vanA, vanB vanB vanB vanA, vanB vanA, vanB vanA, vanB vanA, vanB
Enterococcus .
No activity faecium, VRE VRE vanA VRE vanA E mw:;:f
vanA, vanB ’
Drug target Cell wall Cell wall Cell wall Cell wall Cell wall Protein Protein DNA replication Protein
g farge synthesis synthesis synthesis synthesis synthesis synthesis synthesis P synthesis
Loading dose: -
IV: 200 mg q.d.
lsgoin';‘li v on day 10R 100
FDA/EMA ABSSSI doseAlternative: mgPie p day
approve 4m . - or
: . g/kg/day 1000 mg IV . 300 mg b.id. IV )
dosing regimen 600 mg bid. IV IVBSI/IE 10 mg/kg/day single dose at 1.200 mg IV 600 mgb.id. IV 200mgq.d.IV/ OR450 mg b.id. ABSSSI only):
(for ABSSS], 1\Y single dose / PO PO 450 mg q.d. on
! 6 mg/kg/day day 1, followed PO
unless otherwise v by 500 me IV day 1and 2.
mentioned) y 8 Maintenance: -
single dose at V- 100 4
day 8 : 100 mg q.
OR- PO: 300 mg
q.d.
Recommended 612
dosing regimen 600 mg b.i.d. -
forglE f:: tid. I\? 4 mg/kg/day IV No data No data No data No data No data No data No data
OSM/PJT

Bloem, J Clin Med 2021
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Oritavancin

Dosis: Wo1 1200 mg, ab Wo2Z 800 myg

A Dosierung , R
LD 1.2 g Woli.v. l
) ED 0.8 g ab Wo2i.v. . A . I '*l e
ACAVEAT's T A
Infusionsdauer 3 Stunden

Interaktionen mit Heparin,
Marcoumar & Gerinnungtests

antibiotic

A I nd i kation telavancin 9 0125 >0.125 ) .': 0 ﬂ < 0,015 -0.25

dalbavancin  <0.125 >0.125 0.0 0,06 < 0.008-0.25

MRGP-Spektrum inkl VRE D e e e e e
VRE-Infektionen e I e I s

g delafloxacin £0.25 7 21 ' | 0.5 <0.004 -4

Boucher, N Engl J Med 2014 i Gilchrist, J Antimicrob Chemother 2015 i Thalhammer, Osterreichische Arztezeitung 2016
Tulkens, ECCMID 201871 Schulz, Pharmacother 2018 1 Chastain, Int J Antimicrob Agents 2019
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Oritavancin

A 87 _ B 8-
Daptomycin 12 mg/kg/d
— T 7
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L(S 5+ 6 5-
= Oritavancin 1200 mg d1 o>
L 4+ L2 4-
(= =
S 34 S 3-
= Oritavancin 1200 mgdl &2 =
o v st s T e s e v X R G ..
1"'l"'l"'I"'l"'l"'! 1...,.......,-.-..--.-.-.
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Time (h) Time (h)

MIC (pg/mL)

Resistance type Vancomycin Teicoplanin Oritavancin

Van-A 64—1000 16-512 8—16

Van-B 4—1000 0.5-1 8—16
8-1

Van-C 2-32 0.5-1

6 2 x 1200 mg  Oritavancin
— - = innerhalb von 24 Stunden

Zeng, Cold Spring Harb Perspect Med 2016 1 Sweeney, J Antimicrob Chemother 2017 i Belley, Antimicrob Agents Chemother 2018
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(trade name)

Delafloxacin (Baxdela)

Vaborbactam + meropenem
(Vabomere)

Plazomicin (Zemdri)

Eravacycline (Xerava)

Omadacycline (Nuzyra)

Relebactam + imipenem/
cilastatin (Recarbrio)

Lefamulin (Xenleta)®

Pretomanid (PA-824)

Lascufloxacin (Lasvic)

Cefiderocol (Fetroja)

Levonadifloxacin (Emrok)
Alalevonadifloxacin (Emrok O)

Pathogen activity: @ active; ? possibly active; © not or insufficiently active; / activity not assessed, as the antibiotic is focused and developed for only either Gram-positive cocci or Gram-nhegative
rods. The only agents assessed against OPPs were those that are not active against critical priority pathogens. OPP includes the high- and medium-priority pathogens.

Market
authorization
holder

Melinta

Melinta

Achaogen

Tetraphase

Paratek

MSD

Nabriva

TB Alliance

Kyorin
Pharmaceutical

Shionogi

Wockhardt

zugelassen, aber nicht eingefiihrt

Approved by
(date)

FDA (6/2017 ABSSSI,
10/2019 CAP)
MAA

FDA (8/2017)
EMA (11/2018)

FDA (8/2018)
FDA (8/2018)

EMA (9/2018)
FDA (10/2018)

FDA (7/2019 cUTI/
clAl, 7/2020 HAP/
VAP)

FDA (8/2019)

FDA (8/2019)
EMA (7/2020)

PMDA (8/2019)
FDA (11/2019)

EMA (4/2020)
DCGI (1/2020)

Antibiotic class

Fluoroquinolone

Boronate BLI +
carbapenem

Aminoglycoside

Tetracycline

Tetracycline

DBO-BLI +
carbapenem/
degradation inhibitor

Pleuromutilin

Nitroimidazole

Fluoroquinolone

Siderophore
cephalosporin

Fluoroquinolone
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Route of
administration

v & oral

iv & oral

iv

Iv & oral

oral

iv & oral

v

iv & oral

Indication/s

ABSSSI, CAP

cUTI

cUTl

clAl

CAP (iv), ABSSSI liv,
oral)

cUTI, clAl, HAP/VAP

CAP

XDR-TB and treatment
intolerant or non-
responsive MDR-TB

CAP,
otorhinolaryngological

cUTI

ABSSSI

WHO EML &
AWaRe

AWaRe: Watch

WHO EML &
AWaRe: Reserve

WHO EML &
AWaRe: Reserve

AWaRe: Reserve

AWaRe: Reserve

&)

o)

priority pathogens

o]

Expected activity against

'

» v |-
? S -
2 ) )

WHO 2020
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Eravacyclin @ Omadacyclin

OHOHO

- -
minocycline O“‘
OH

/\

N e m.mome e Active against many

- H tetracycline-resistant
H i = N trains
tigecycline g N/\n/ S
H O No pseudomonal activity
IV only

Limited by toxicity

Oral
omadacycli ne active on tetracycliines resistant strains eravacycline

No useful activity against Pseudomonas
1

k:
OH O HOHO O OH O HOHO O
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Eravacyclin 0 Omadacyclin

<}> Eravacyclin - Omadacyclin ./ Eravacyclin

= MAT

= Flurocycling

- Eravacyclin (Xeravo®) 2 kompl Bauchinfektion @ 2% 1 mo/kg v
- Omadacyclin (Nuzyra©) D Hautinfektionen @ 1 x 200 mg L.
D Pneumonie (CAP) @ 1 x 300 mg po
! Abxdaiiah, Acirmicro Ageris Chernagher 2015 — Scott. Drugs 2013
Ll - -
Tigecyclin

Gram-positive A E, faecalis, 5. aureus (M55A); 5. agalactiae, 5. anginosus grp.

Bakterien (inkl. 5. anginosus, 5. intermedius, 5. constellatus), 5. pyogenes,
E. avium, E. casseliflavus, E. gallinarum, L. monocylogenas; 5.
epidermidis (MSSE), 5. haemolylicus, E. faecium

Gram-negative |\ | C. freundii, E. cloacae, E. coli, K. oxytoca, K. pneumoniae, A.
Bakterien hydrophila, C. koseri, E. asrogenes, F. multocida, 5. marcescens

J
J

Anaerobier B. fragilis, B. thetajotaomicron, B. uniformis, B. vulgatus,
J

C. perfringens, P. micros, B, distasonis, B. ovatus,
Peptostreptococcus spp., Porphyromonas spp., Prevotellaspp.

resistente "'\ | S. aureus (MRSA), S. epidermidis (MRSE), £ faecalis (VRE),
Gram-positive E. faecium(VRE)

resistente ) 1]\ Acinetobacter baumannii, 5. maltophilia

Gram-negative ESBL-Enterobakterien

R = v v




