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HAP/VAP: assess risk for MDR pathogens and mortality

Low MDR pathogen risk and High MDR pathogen risk and/or
low mortality risk® >15% mortality risk
No septic shock Septic shock

e Single Gram-negative
Antibiotic monotherapy:
ertapenem, {:eftriamﬁg, agent [if acFive for :-?F]'?«“’E: Dual Gram-pseudomonal
cefotaxime, moxifloxacin Gram-negative bacteria in coverage
or levofloxacin the ICU] +MRSA therapy
+MRSA therapy

Torres A. Eur Respird. 2017 Sep 10;50(3).
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Multiresistente Erreger in Deutschland

A 4000 VRE
A 8 000 multiresistente E. coli Mokl e
A 2 000 multiresistente K. pneumoniae ’
A 4000 multiresistente P.
aeruginosa
A Multiresistenz und Multiresistenz ist
nicht immer dasselbe  nektnen ek ;

i 3 MRGN vs. 4 MRGN A ' '“:.E."'" " e
frie pidons dr
sksiente ; . | & -

Faetkenheuer G, Gastmeier P al. DAEB 2015 10. Apr;112: A674-5. :ﬁ]'?;:ﬂﬁ.’]ﬂ'- nd fpor alem
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Antibiotikaresistenz in Deutschland
unterschiedliche Entwicklung bei MRSA und MRGN

MRE pro 1 000 Patiententage
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MDR Pathogens
Risikofaktoren

A Current hospitalization of O5 days.
A Antibiotic treatment in the prior 90 days
A High frequency (>25%) of antibiotic resistance in the specific ICU
A Immunosuppressive disease/therapy
A Presence of multiple risk factors for HCAP
A Hospitalization for 2 days or more in the preceding 90 days
A Residence in a nursing home or extended care facility
A Home infusion therapy (including antibiocs)
A Chronic dialysis within 30 days

A Home wound care
A Family member with muldrug-resistant pathogen

Nair GB, Niederman M. Intensive Care Med (2015) 41:3448
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Standardtherapie bel gram positiven Erregern

S. pneumoniae

I Standard: Amoxicillin; Alternative: Doxycycline, Makrolids

I Severe Infection: Beta-Laktam-Makrolid Combination Therapy
A und B-Streptokokken

i Standard: Penicillin derivat

I Severe Infection: Penicillin-/Clindamycin Combination Therapy
Staph. Aureus

I Sensibel: Oxacillin or 1. Gen. Cephalosporin

I MRSA: Vancomycin/Linezolid/Daptomycin/Rifampicin/Ceftarolin
Enterokokken

I E. faecalis: Ampicillin or Ampicillin/Inhibitor

I E.faecium: Vancomycin/Linezolid
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Contents lists available at ScienceDirect

Antim icrobial

International Journal of Antimicrobial Agents R
ELSEVIER journal homepage: www.elsevier.com/locate/ijantimicag
Review
Ceftaroline fosamil as a potential treatment option for Staphylococcus M)
aureus community-acquired pneumonia in adults g

Tobias Welte** Michal Kantecki® Gregory G. Stone®, Jennifer Hammond ¢

IJAA 2019. Oct;54(4):410-422

Cefraroline fosamil Ceftriaxone
In vitro studies MICgp values against 7498 MS55A isolates and 10 580 MRSA isolates
AWARE programme MS55A: MICgg 0.25 mg/L M55A: MICgoy 4 mg/L
MR5A: MICgg 1 mgfL MRSA: MICgy 32 mgfL
Clinical studies Clinical response rates at TOC against 5. aureus in the ME population
FOCUS 1, n/N (%) & of 10 (80.0) 7 of 12 (58.3)
FOCUS 2, n/N (%) 10 of 15 (66.7) 8 of 15 (53.3)
ASIA CAP, n/N (%) 4 of 4 (100.0) 2 of 4 (50.0)
Pooled, njN (%) 22 of 29 (75.9) 17 of 31 (54.8)
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Clin Infect Dis. 2014 Jul 1;59(1):51-61

A Phase 3 Randomized Double-Blind
Comparison of Ceftobiprole Medocaril Versus
Ceftazidime Plus Linezolid for the Treatment of
Hospital-Acquired Pneumonia

Samir S. Awad,' Alejandro H. Rodriguez, Yin-Ching Chuang,® Zsuszanna Marjanek,® Alex J. Pareigis,’ Gilmar Reis,’
Thomas W. L. Scheeren,’® Alejandro S. Sanchez,’ Xin Zhou,” Mikaél Saulay,"" and Marc Engelhardt'

Ceftobiprole Ceftazidime/Linezolid
Analysis Set Group No. No.? (%) No. No.? (%) Difference (%)° (95% CI)*©
Intent-to-treat
All patients 391 195 (49.9) 390 206 (52.8) -2.9 (=10.0 to 4.1)
HAP (excluding VAP) 287 171 (59.6) 284 167 (568.8) 0.8 (-7.3 t0 8.8)
VAP 104 24(23.1) 106 39 (36.8) -13.7 (—26.0 to —1.5)
HAP, mechanically ventilated 69 21 (30.4) 70 19 (27.1) 2] (-11.8t0 18.3)
Clinically evaluable
All patients 251 174 (69.3) 244 174 (71.3) -2.0 (=10.0t0 6.1)
HAP (excluding VAP) 198 154 (77.8) 185 141 (76.2) 1.6 (—6.9 to 10.0)
VAP 53 20(37.7) 59 33 (65.9) -18.2 (—36.4 to —.0)
HAP (excluding VAP), 38 21 (55.3) 37 15 (40.5) 14.7 (7.6 to 37.1)

mechanically ventilated
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Omadacycline for CAP

Stets R et al. NEJM (2019) 380; 517-527

Subgroup Omadacycline Moxifloxacin Percentage-Point Difference (95% ClI)
no. of eventsftotal no. (%)
ITT population ! !
Early clinical response 313/386 (81.1) 321/388 (82.7) i —_—— i -1.6 (-7.1t0 3.8)
Investigator-assessed clinical 349/386 (90.4) 341/388 (87.9) ! e 2.5 (-1.9t0 7.0)
response at EOT | |
Investigator-assessed clinical 338/386 (87.6) 330/388 (85.1) | — 2.5 (-2.4 to 7.4)
response at PTE i i
Clinical per-protocol population ! !
Early clinical response 308/356 (86.5) 314/360 (87.2) i —_— i -0.7 (-5.7 to 4.3)
Investigator-assessed clinical 336/357 (87.0) 329/357 (84.8) ! — ! 2.0 (-1.8 t0 5.8)
response at EOT | |
Investigator-assessed clinical 316/340 (92.9) 312/345 (90.4) | —_ 2.5 (-1.7 t0 6.8)
response at PTE i i
Patients with PSI risk class Il ! !
in the ITT population | |
Early clinical response 43157 (75.4) 41/56 (73.2) : o : 2.2 (-14.0to0 18.4)
Investigator-assessed clinical 47/57 (82.5) 47/56 (83.9) : = : -1.5 (-15.7 to 12.8)
response at PTE ! !
Patients with PSI risk class IlI | |
in the ITT population i i
Early clinical response 191/227 (84.1) 187/216 (86.6) ! = ! -2.4 (-9.1t0 4.2)
Investigator-assessed clinical 206/227 (90.7) 190/216 (88.0) | e — 2.8 (-3.0t08.7)
response at PTE i i
Patients with PSI risk class IV : :
in the ITT population ! !
Early clinical response 79/102 (77.5) 93/116 (80.2) i = i -2.7 (-13.8 t0 8.1)
Investigator-assessed clinical 85/102 (83.3) 93/116 (80.2) ! = : 3.2 (-7.4to 13.4)
response at PTE | | i | | i | |
20 -15 -10 -5 0 5 10 15 20
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Omadacycline for SSSI

O6Riordan W et al . N E-88 | J Med 2019; 3¢
Subgroup Omadacycline  Linezolid Percentage-Point Difference (95% Cl)
no. of events/total no. (%)
Modified ITT population i i
Early clinical response 268/316 (84.8) 266/311 (85.5) | —_— | -0.7 (-6.3 to 4.9)
| |
Investigator-assessed clinical 281/316 (88.9) 272/311 (87.5) ! —_— 1.5 (-3.6 to 6.6)
response at EOT : :
Investigator-assessed clinical 272/316 (86.1) 260/311 (83.6) : —_— 25(-3.2t08.2)
response at PTE | |
| |
Clinical per-protocol population : :
Early clinical response 276/298 (92.6) 278294 (94.6) | —_— | -1.9 (-6.1t0 2.1)
| |
Investigator-assessed clinical 271/278 (97.5) 264/273 (96.7) ! —_— ! 0.8 (-2.2t0 3.9)
response at EOT : :
Investigator-assessed clinical 259/269 (96.3) 243/260 (93.5) | - 2.8 (-1.0to0 6.9)
response at PTE | |
| |
Patients with cellulitis or erysipelas : :
in the modified ITT population ! !
Early clinical response 97/123 (78.9)  99/118 (83.9) . - | -5.0 (-14.9 to 4.9)
| |
Investigator-assessed clinical 112/123 (91.1) 100/118 (84.7) ! -— 6.3 (-2.0 to 15.0)
response at PTE ! !
Patients with wound infection in the | |
modified ITT population : :
Early clinical response 91/102 (89.2) 92/104 (88.5) : = : 0.8 (-8.21t09.7)
Investigator-assessed clinical 83/102 (81.4) 84/104 (80.8) : i : 0.6 (-10.3 to 11.4)
response at PTE : :
I I
Patients with major abscess in the : :
modified ITT population ! !
Early clinical response 80/91 (87.9) 75/89 (84.3) | = : 3.6 (-6.7 to 14.2)
| |
Investigator-assessed clinical 77/91 (84.6) 76/89 (85.4) . & . -0.8 (-11.5 to 10.0)
response at PTE ! !
| |
-10 0 10
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Pharmacotherapy. 2020 Mar;40(3):221-238

Evaluation of Eravacycline: A Novel Fluorocycline

Sara Alosaimy,' Jacinda C. Abdul-Mutakabbir,' Razie Kebriaei,' Sarah C. ]. Jorgensen,' and
Michael J. Ryhak'"* ([

! Anti-Infective Research Laboratory, Department of Pharmacy Practice, Eugene Applebaum College of Pharmacy
and Health Sciences, Wayne State University, Detroit, Michigan; *Department of Pharmacy, Detroit Medical
Center, Demoit, Michigan; Division of Infectious Discases, Department of Medicine, School of Medicine, Wayne
State University, Detroit, Michigan

Aerohic bacteria
Gram-positive Staphylococcus @ rews
SIreplococcus anginesus group

Enterococcus fnecalis
Enterococows finecim

Gram-negative Citrohac :erfr-e Lerdi |
Ente rodvpcte ¥ ¢ kovic ae
Escherichia coli
Klebsiella prewnon iae
Klebsiella exyroca

Armaerobic bacteria
Gram-positive Closr dioldes ;Jerfnn_gﬂts
Gram-negative Bacteroldes ovalus

Bacte rolde s thetalofaomicron
Bacteroides wuniformis

Bacteroldes cacoae
Bacteroldes vulganes
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Pharmacotherapy. 2020 Mar;40(3):221-238

COompamsnT

Study Design ERY Arm Arm [ivarion Privary Outcome Result
clAl
Fhase 11 Bandomized, L0 mghkg” qlh ERT 1 g IV 414 days lov weatment,  Clinical response in ME ¢ ERV 1.0 mgeg 100.0% and

Double-blind, Doubile-
dumny, Multicenter,
muliinational (N=143*

IGMITEL Phase [II
Fandomized, Double-hlind,
Double-dumny,
Comparative,
Moninleriority, Multcenter,
multinational (M=5%41""

[GMITE4: Fhase [T
Bandmuized, Double-hlind,
Double-dumny,
Comparative,
Moninferiority, Multcenter,
multinational (M=%

cUTI
[GMITE2: Fhase 11T

Fandomized, Double-

bilind, Droaible-dummmmy,

Comparative,
Moninferiority, Multicenter,
multinational (M=10451""

IGMITES Fhase 11T
Fandomized, Domble-
blind, Diouble-dummy,
Comparative,
Moninlerority,
Multicenter, multinational
(M=1201)>"*

(m=5%5]
Or L5 mg'kg TV q24h®
(m=5%3]

L0 mghg ql 2h*
(n=270}

L0 mgfkg TV ql2h*
[(n=2%0)

L5 mgg” 1V q2dh,
then ransidon o

200 g PO ql2h
(=502} Or 1.5 mg'kg
[V q24h, then
transition o 250 mg
PO ql2h (n=4%)

L5 mgflg” TV q24h
[(m=&011

q24h (n=30)

ERT 1 g IV
q24h (n=268)

MEM 1 g IV
ghh (n=144]

LEY 750 mg [V
ql4h, then
750 mg PO
ql4hr
[m=448]

ERT 1g IV
q24h (n=E00]

10-14 days for TOC
wvisit, 2842 days aler
last dose Lor Tollow-up

414 days lov mweatment,
15-31 days lor TOC
wisit, 38-50 days aler
last dose Lor Tollow-up

4-14 days lor wearment,
15-31 days lor TOC
wisit, 38-50 days aler
last dose Tor Tollow-up

3-T days for IV
reatment and
mansition to PO o
m@intain T days al toial
treatment, 2-3 wik after
last dose Lor Tollow-up

510 days for wearment,
2-3 whk alter last dose
for follon-p

patients at the TOC wisie 10
-14 days alter the last dose
ol study dmyg therapy

Climical vesponse at TOC in
the micro-ITT, MITT and
CE populations

Clinical response at TOC in
the micro-ITT population

Responder oulcome delined
a5 clinical cure and
microbiological success at
FT

Fesponder outcome delined
as clinical cure and
microbiological success at
FT

ERT 92 3% 95%% CI
[ =, T%—40, %)
¢ ERV 1.5 mgkg 92.3% and
ERT 92 3% 95%% CI
[— 23, 1%-25.2%)

ERY 86.8% and ERT &7.6%:
Q%% CI (=71 w 5.5 in the
micwo-ITT population

ERY 87.0% and ERT 58 8%.:
Q%% Cl (=74 w 3.8) in the
MITT population

& ERV 91 4% and ERT 95.0%:
5% ClI—-89 1w 1.5 in the
CE population

* ERYV 90.8% and MEM
01.2%: 95% CI (—63 (o
5.3

& ERY 60.4% and LEV &6 9%
Q5% CI(—14.1 w0 1,2}

® ERYV 84 8% and ERT 94 8%
Q%% CI(—=14.1 1o —6.00
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Carbapenem resistant Enterobacteriacae

https://ecdc.europa.eu/sites/portal/files/documents/AMR%202016 Wang Qi et al. CID, Volume 67, Issue suppl_2, 1 December 2018,
_Finatwith-coverfor-web-2017.pdf Pages S196i S205,
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Non-visible countries

[ Liechtenstein
I Luxembourg
[ Malta
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https://ecdc.europa.eu/sites/portal/files/documents/AMR%202016

Antell von 4-MRGN bel invasiven
Acinetobacter-Infektionen in Europa

ECDC. Surveillance of antimicrobial surveillance in Europe 2017.
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