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AStaphoncoccuspp
AS. Aureus: Methicillin resistant (MRSA)
ACoaguIasemegative Staphylococ€&@ N Methiclillin resistant

A Enterococcuspp
AE. faecalis
AE. faecium: Vancomycin resistant (VRE)

AStreptococcuspp
As. pneumoniae: penicillin resistant (PRSP)



@ N-acetylglucosamine (NAG)
- N-acetylmuramic acid (NAM)
& Side-chain amino acid

@ Cross-bridge amino acid

Carbohydrate
“backbone”

(a) Structure of peptidoglycan in gram-positive bacteria Wall teichoic acid
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membrane

Protein

(b) Gram-positive cell wall
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FDA Guidancé&cute Bacterial Skin and Skin
Structure Infections
Developing Drugs for Treatment

A Acute Bacterial Skin and Skin Structure Infections

A Diagnosis of ABSSSI recstine presence of cellulitis, a major abscess,
or a wound infection, each associated with lesion size of at least?7/5 cm

) Lesion size is measured by the area of redness, oedema, or induration
A Primary efficacy endpoiriesion response at 48 to 72 hours

A Clinical response should be based on the percent reduction in the lesio

size at 48 to 72 hours compared to baseline, measured in patients who
did not receive rescue therapy and are alive.

A A clinical response in a patient generally is defined as a percent

reduction in lesion size greater than or equal to 20 percent compared tc
baseline.
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Dalbavancin
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Expert Rev. Anti Infecther2015;13:149¢159, CurrOpininfect Dis 2018;31:14147



Table 2. Mean (SD) dalbavancin pharmacokinetic
parameters following the two-dose regimen and the single-

dose regimen [14"]

Parameter Two-dose regimen Single-dose regimen
Crnax (mg/|) Day 1: 281 (52) Day 1: 411 (86)

Day 8: 141 (26)
AUCo_pay 14 (rg-h/ml) 18 100 (4600) 20300 (5300
CL (I/h) 0.048 (0.008¢) 0.049 (0.009¢)

AUC, area under the curve; CL, drug clearance; Chax, maximum serum
concentration.

CurrOpinlinfect Dis 2018;31:14147
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In vitro activity of grampositive organisms and
anaerobes against dalbavancin

No. of MICq, MIC range,
Organism, resistance profile, study(s) Isolates ug/mL ng/mL
Staphylococcli
Quinupristin-dalfopristin resistant [10] 8 NA 0.03-0.06
Vancomycin intermediate [10] 10 0.06 0.06-2.0
Staphylococcus aureus [11-14] 4243 0.06 =0.008 to 0.5
Methicillin susceptible [7, 12-18, 20] 4838 0.06-0.5 =(0.008 to 0.5
Methicillin resistant [7, 12-18, 20] 2726 0.06-1.0 =0.015t0 1.0
Glycopeptide intermediate [12, 18] 29 1.0-2.0 0.06-16
Linezolid nonsusceptible [12] 5 NA 0.03-0.06
Coagulase-negative Staphylococcus species [10, 12-14] 1775 0.06-0.12 =0.008 to 1.0
Methicillin susceptible [7, 12-18, 20] 682 0.06-0.5 =(0.008 to 0.6
Methicillin resistant [7, 12-18, 20] 2100 0.06-0.5 =0.008 to 1.0
Vancomycin nonsusceptible [12] 11 1.0 0.25-2.0
Teicoplanin resistant [10] 15 0.25 0.03-0.25

Clin Infect Dis 2008;46:5q93



Dalbavancim vitroactivity against Gram(+) clinical isolates from 39
European hospitals (20413)

MIC (mg/L) % inhibited at dalbavancin
Organism (No. tested) MIC (me/L)
50% 90% <0.03 0.06 0.12 0.25
S. aureus (2861) 0.06 0.06 294 91.0 >99.9 100
MSSA (2203) 0.06 0.06 27.1 90.3 100
MRSA (658) 0.06 0.06 37.1 93.3 99.8 100
Vancomycin MIC < 1 mg/L (642) 0.06 0.06 38.0 94.2 100
Vancomycin MIC 2 mg/L (16) 0.06 0.12 0.0 56.3 93.8 100
VGS®(69) Viridansgroup streptococci<0.03 <0.03 97.1 98.6 100
S. anginosus group (48) <0.03 <0.03 100
BHS P (466) Viridansgroup streptococck0.03 <0.03 91.0 98.5 100
S. pyogenes (223) <0.03 <0.03 92.8 98.2 100
S. agalactiae (135) <0.03 0.06 88.9 98.5 100
S. dysgalactiae (47) <0.03 <0.03 91.5 100

R.E Mendes et alAhtimicrobChemother 2016 doi:10.109a6dkv303
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Breakpointgor Staphylococcus spp. and beemolyticandviridans

Streptococci
EUCAST V9.0, 2019 XnEImMHp YOINIKC XNZIMHpP YO:

CLSI M10&ED?29, 2019 XNEXMH YOIk Y N/A
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RANDOMIZATION
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Once-Weekly Dalbavancin versus Daily Conventional Therapy
for Skin Infection N Engld Med 2014;370:21689

Table 2. Primary and Secondary Efficacy End Points.*

Vancomycin— Absolute Difference
End Point Dalbavancin Linezolid (95% ClI)
number/total number (percent) percentage points

Primary end point

DISCOVER 1 240/288 (83.3) 233/285 (31.8) 1.5 (-4.6 to 7.9)

DISCOVER 2 285/371 (76.8) 288/368 (78.3) ~1.5 (7.4 to 4.6)

Both trials 525/659 (79.7) 521/653 (79.8) 0.1 (-4.5 to 4.2)
Sensitivity analysis

DISCOVER 1 259/288 (89.9) 259/285 (90.9) ~1.0 (~5.7 to 4.0)

DISCOVER 2 325/371 (87.6) 316/368 (85.9) 1.7 (-3.2t0 6.7)

Both trials 584/659 (83.6) 575/653 (88.1) 0.6 (-2.9 to 4.1)
Secondary end point

Clinical status 517/570 (90.7) 502/545 (92.1) 1.5 (-4.8to 1.9)

Sensitivity analysis of clinical statusT 533/570 (93.5) 517/545 (94.9) -1.4 (-4.2t0 1.4)

Investigator’s assessment of outcome 547/570 (96.0) 527/545 (96.7) -0.7 (-3.0to 1.5)




Studies evaluating the efficacy of dalbavancin for faé
treatment of complicated skin and soft tissues Jii

Number of
Type of study Dalbavancin dose Comparator patients Clinical cure
Phase Il [21] 1000 mg (day 1) and SOC 20 (two doses) 94.1% (two doses) and 61.5%
500 mg (day 8) or 21 (single dose) (single dose) vs. 76.2%
1500 mg single dose
Phase IIl [22] 1000 mg (day 1) and Linezolid 571 89.9 vs. 21.2%
500 mg (day 8)
Phase Ill [19%] 1000 mg (day 1) and Vancomycin + switch to 659 797 vs. 79.8%
500 mg (day 8) oral linezolid
Phase Il (https:// 1500 mg single dose 1000 mg (day 1) and 349 (single dose) 81.4vs. 84.2%
www.accessdata.fda.gov) 500 mg (day 8) 349 (two doses)

SOC, standard of care.

CurrOpinlinfect Dis 2018;31:14147



400 - Regimen
— 1500mg Day 1
---1000mg Day 1 + 500mg Day 8
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Single-dose Two-dose

200 regimen regimen

Minimum Inhibitory Concentration of
dalbavancin? (Susceptible* <0.125mg/l;
N Resistant >0.125mg/l)

-

100 ~ :

Dalbavancin concentration (mg/L)

7

Time, days

Dalbavancin mean Plasma Concentrations versus time in a typical ABSSSI patient (simukitign
population pharmacokinetic model) for both the single and the twdose regimens

Figure adapted from XYDALBA EU SmPC March 17



Bactericidal PK levels with Two Dose
Regimen of Dalbavancin o

1000
1st dose dalbavancin

< / 1000 mg

b0 2nd dose dalbavancin
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Open Forum Infectious Diseases
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Dalbavancin for the Treatment of Osteomyelitis in
Adult Patients: A Randomized Clinical Trial of Efficacy

and Safety
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Real-world experience with dalbavancin therapy in gram-positive skin

and soft tissue infection, bone and joint infection

Outcome of all patients after 6-month follow-up (n=72) treated with dalbavancin

Indication Number of patients (%) Number of patients (%) with antibi- Number of patients (%) with clinical
with clinical cure under otic change stratified by reasons for  failure under DALB therapy but
DALB change resolution of clinical symptoms after
antibiotic change

SSTI (n=26) 20 (77) No clinical improvement, n=5 (19) 2 (8)

Side effects, n=1 (4)
Acute (n=21) 20 (95) No clinical improvement, n=1 (5) 1(5)
Chronic (n=15) 0 (0) No clinical improvement, n=4 (80) 1 (20) . ¢ . t ¢ m

Side effects, n=1 (20) .,z < A
Osteomyelitis, all (n=20) 12 (60) No clinical improvement, n=7 (35) 1(5) Dalbavancin

Side effects, n=1 (5) p.:":.. h =Y ¢ «' >h ¢
Acute postoperative osteomyelitis 7 (100) - 0 v * '

(n=7) HM?> S <*A°CS

Chronic osteomyelitis (n=13) S (38) No clinical improvement, n=7 (54) 1 (8) o L1 *hegv =

Side effects, n=1 (8) P-.2
Vertebral osteomyelitis (n=14) 7 (50) No clinical improvement, n=1 (7) 7 (50)

Antibiotic de-escalation to an oral

drug, n=4 (29)

Side effects n=2 (14)
Acute septic arthritis (n=4) 4 (100) - 0
Prosthetic joint infection (n==8) 3(38) No clinical improvement, n=2 (25) 3 (38)

Antibiotic de-escalation to an oral
drug, n=3 (38)

Infection Sep 201910.1007/s1501@19-01354x
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Multicenter clinical experience of real life Dalbavancin use in
gram-positive infections

S. Wunsch?, R. Krause?, T. Valentin?, J. Prattes?, O. Janata®, A. Lenger”,
R. Bellmann-Weiler®, G. Weiss, I. Zollner-Schwetz**

2 Section of Infectious Diseases and Tropical Medicine, Department of Internal Medicine, Medical University of Graz, Austria
b Department of Hygiene and Infection Control, Danube Hospital, Vienna, Austria
¢ Department of Internal Medicine II (Infectious Disease, Immunology, Rheumatology, Pneumology), Medical University of Innsbruck, Austria
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Dalbavancin in the treatment of different gram-positive infections:
a real-life experience

Emilio Bouza *"<4, Maricela Valerio **, Alex Soriano ¢, Laura Morata ¢,

Enrique Garcia Carus ¢, Carmen Rodriguez-Gonzalez ™, Ma Carmen Hidalgo-Tenorio #,
Antonio Plata ", Patricia Mufioz *"“%* Antonio Vena *"“ on behalf of the DALBUSE Study
Group (Dalbavancma Estudio de su uso clinico en Espafia)
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Contents lists available at ScienceDirect

International Journal of Antimicrobial Agents

journal homepage: www.elsevier.com/locate/ijantimicag

Review

Current trends in the real-life use of dalbavancin: report of a study |
panel o
Dalbavancin was shown to be highly active in vitro against the
vast majority of 626 Gram-positive organisms causing IE collected
s Department of precision Medicine, un 111 TN€ SENTRY Program, 2007-2017, with very low MICqyy values
Ospedale Monaldi, Napoli, lraby, viale L 1971 The first report of dalbavancin use as second-line treatment

P Unit of Infectious Diseases PO. S. Lucc

“Unit of Clinical Pathology, Ospedale & i} [E came from a small single-centre study of nine intravenous

d Department of Infectious Diseases, Ho

nfecious Disases Hosplen Umbertol drug users (a vulnerable patient population with difficult intravas-
£ Deparment of Ciinical Medicine and ¢ CUlAT access and poor treatment adherence) affected by S. aureus
I Infectious Diseases, University of Cam; . . .
tricuspid valve IE (seven MRSA). Most patients had been treated
with other molecules and had then mostly received a single 1000
mg dose of dalbavancin. Only one-third completed the predefined
treatment course and clinical response was observed in five cases

and was unknown in four [28].

Emanuele Durante-Mai
Stefano“, Mariano Fran

Int JAntimicrobAgents 2020;56:106107
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International Journal of Antimicrobial Agents i
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Review
Treatment of osteoarticular, cardiovascular, )
intravascular-catheter-related and other complicated infections with s

dalbavancin and oritavancin: A systematic review

Geren Thomas® Andrés F. Henao-Martinez”, Carlos Franco-Paredes”<, Daniel B. Chastain ¢~

aJohn D. Archbold Memorial Hospital, Thomasville, GA, USA

b Division of Infectious Diseases, University of Colorado, Aurora, CO, USA
€Hospital Infantil de México, Federico Gémez, México City, México

d University of Georgia College of Pharmacy, Albany, GA, USA

Results: In total, 38 studies (18 randomized controlled trials/case series and 20 case reports) met the in-
clusion criteria. The most common off-label indication for oritavancin and dalbavancin was osteoarticular
infection, with a median success rate of 73% [interquartile range (IQR) 58-85%] among the 14 studies with
more than one patient. The success rate for endocarditis and cardiac-device-related infections was 68%
(IQR 56-86%) among nine studies, and the success rate for catheter-related bloodstream infection was
75% (IQR 59-90%) among seven studies. Among the 16 studies of almost 700 patients receiving laLGPs,
there were 98 reports of adverse events, resulting in 13% of treated patients reporting an event.

Int JAntimicrobAgents 2020;56:10606¢



Dalbavancin clinical trials

ClinicalTrials.gov Search Results 10/21/2021

Title

Dalbavancin For The Treatment of Gram Positive Osteoarticular
Infections

Evaluation of Intravenous Dalbavancin for Peritonitis

Dalbavancin for the Treatment of Acute Bacterial Skin and Skin
Structure Infections in Children, Known or Suspected to be
Caused by Susceptible Gram-positive Organisms, Including MRSA

DOTS: Dalbavancin as an Option for Treatment of Staphylococcus
Aureus Bacteremia

Hospital Avoidance Strategies for ABSSSI

Study to Optimize the Use of New Antibiotics

Status

Recruiting

Recruiting

Recruiting

Recruiting

Recruiting

Recruiting

Study Results

No Results Available

No Results Available

No Results Available

No Results Available

No Results Available

No Results Available

Conditions

*Bone Infection

-Osteomyelitis

»Septic Arthritis

«Joint Infection

«Prosthetic Joint Infection
«Peritonitis

«Peritonitis Bacterial
»Methicillin-Resistant Staphylococcus Aureus
+Bacterial Infections
«Staphylococcal Skin Infections

« Staphylococcal Bacteraemia

«Skin Infection
«Bacterial Infections

«Fungal Infection

U.S. National Library of Medicine | U.S. National Institutes of Health | U.S. Department of Health & Human Services

m U.S. National Library of Medicine

ClinicalTrials.gov
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Type of adverse event Dalbavancin, n=1778 Comparator, n= 1224
Treatment-related SAE
Leukopenia 3(0.2) 9 (0.7)
Anaphylactoid reaction 1(0.1) 0
Cellulitis 1(0.1) 0
Others 1(0.1) 1(0.1)
0 (0) 8 (0.7)
Treatment-related AEs 566 (23.7) 459 (26.4)
Treatment-emergent AEs 328 (18.4) 246 (20.1)

AE, adverse event: SAE, serious adverse event.

CurrOpinlinfect Dis 2018;31:14147
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Long-Acting Lipoglycopeptides: “Lineless Antibiotics” for
Serious Infections in Persons Who Use Drugs

Taylor Morrisette,">” Matthew A. Miller,’ Brian T. Montague,’ Gerard R. Barher,’ R. Brett McQueen,” and Martin Krsak*”

Departments of 'Clinical Pharmacy and “Pharmaceutical Outcomes Research, University of Colorado Skaggs School of Pharmacy and Pharmaceutical Sciences, Aurora; Department of Pharmacy-
Infectious Diseases, University of Colorado Hospital, Aurora; *Division of Infectious Diseases, University of Colorado School of Medicine, Aurora

Age (years), P< .001 Charlson Comorbldlty Index Treatment failure Median savings ($1000
(magnified by 10 for scale rate (%), increments), P = .065
adjustment), P= .01 P=.413

B PWUD (n=17) M Non-PWUD (n = 39)

Savings Treatment

from for

serious substance

infections use
disorders

A

Open Forum Infectious Diseases, 2019;6:0fz274, https://doi.org/10.1093/ofid/of
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A Staphylococcuspp
AMRSA
AMSSA

A Enterococcuspp
AVancomyciFresistant enterococct (. ~ E..faecium

A Streptococcuspp
As. pneumoniae
As. pyogenes
AViridansstreptococci




Breakpoints

MIC breakpoint (g/ml) established by*:

CLSI FDA EUCAST

Organism S R S R S R
Staphylococcus =1 =1 =1 >1
Enterococcus =4 =4"
Beta-hemolytic Streptococcus =1 =1 =1 >1
Viridans group Streptococcus, =1

excluding S. pneumoniae
Corynebacterium =1
Lactobacillus =4

“§, susceptible; R, resistant; CLSI, Clinical and Laboratory Standards Institute; FDA,
Food and Drug Administration; EUCAST, European Committee on Antimicrobial
Susceptibility Testing.

” Due to the lack of clinical data, the FDA clinical breakpoint is approved for
vancomycin-susceptible E. faecalis alone.



Daptomycin MIC & cure rate

Daptomycin cure rate of MRSA
infections

Daptomycin cure rate of VRE
infections

Daptomycin Daptomycin

MIC, Cure, Total, Cure rate, % MIC, Cure, Total, Cure rate, %

pg/ml® ne n (95% CI)* pg/ml® ne n (95% CI)°

=1 376 434 86.6 (83.4-89.8) =1 6 7 85.7 (60.6—-100)
2 12 19 63.2 (37.5-88.9)

2 15 31 48.4 (30.8-66.0) 4 33 44 75.0 (52.3-97.7)
=8 0 5 0.0

4 3 14 21.4 (0.0-42.9)

=8 0 2 0

Clin.Microbiol Rev. 2013;26:759



EUROPEAN COMMITTEE
ON ANTIMICROBIAL
SUSCEPTIBILITY TESTING

European Society of Clinical Microbiology and Infectious Diseases

Guidance document on use of daptomycin to treat
enterococcal bloodstream infection and endocarditis.

Updated April 2020

Summary

High-dose daptomycin has been thought to be effective in the treatment on enterococcal
bloodstream infection and endocarditis, although published experience with the latter condition is
limited. Although daptomycin is increasingly used for these conditions, especially when caused by
vancomycin-resistant isolates, the EUCAST Steering Committee recognises that there are
remaining uncertainties, particularly the inability of even the highest published doses (12
mg/kg/day) to achieve adequate exposure against all wild-type isolates of E. faecalis and

E. faecium. The documented variation in susceptibility testing amplifies these uncertainties.
Therefore, EUCAST has not proposed clinical breakpoints for daptomycin and Enterococcus
species, but rather listed the breakpoint as “IE” = Insufficient Evidence. In part, this decision is
influenced by the dosing regimen that is required for bloodstream far exceeds that of the regimen
licensed by EMA.

EUCAST has detailed its position on the use of daptomycin in infections caused by Enterococcus
faecalis and E. faecium in a publication in CMI (currently available at
https://www.clinicalmicrobiologyandinfection.com/article/S1198-743X(20)30235-4/pdf).
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Sampling the Antibiotic Resistome

Vanessa M. D'Costa,* Katherine M. McGrann,* Donald W. Hughes,” Gerard D. Wright™*

sh A ¢ profilemA T L h
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Telithromycin

Erythromycin . Linezolid

Synercid ;“\

Clindamycin ¥~

Z\Ciproﬂoxacin
. Novobiocin

Chloramphenicol

Tigecycline _ Rifampicin
Tetracycline * Vancomycin
Minocycline Cephalexin

Gentamicin ° Fosfomycin

Daptomycin

2 KSGKSNJ GKS WIyOASYy(iQ RSOStREIYSyaSgdS R? EIi 8 KE
agent results from naturgdroduction of daptomycitike molecules by part of theéschaic microbiome
remains to be determined

JAntimicrobChemother 2018;73¢ll1, Science 2006;311:374
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Proposed mechanism fdaptomycin
and beta lactam synergy

Sl C@W %

A Daptomyciracts like a cationic peptide antibiotic and is attracted to the
negative charge of the bacterial cell membrane. Once in contact with the
cytoplasmic membrane (CMaptomycindisrupts the CM causing a rapid
release of electrolytes from the cytoplasm leading to depolarization and death
of the cell

A Exposure to betdactams increases the negative charge of the cell surface
leading to an increase daptomycinbinding and improved bactericidal activity

Daptomycin

Drug Residtpdat 2013;16:738.



CAMERAZ2
Combination
antibiotic
therapy
for MRSA
Infection

Blood culture taken in adult with
suspected infection

v

Bottle flags positive with Gram
positive cocci in clusters

v

enotypic

identification

( Phenotypic OR )

Identified as MRSA

ale

e} v
,él = Age>=18; <72h trom blood draw; no type 1 allergy
§ Z to B-lactams; clinician willing for patient to be
5 ° enrolled: informed consent: meets all inclusion and
w no exclusion criteria

| |

2

Randomise 440

patients I:1 to

Clinician chooses and initiates
standard antibiotic therapy

——

N

NN

d—

Combination therapy group
clinician-determined duration of
Vancomycin OR Daptomycin + 7
days of IV B-lactam

Standard therapy group -
clinician-determined duration of

Vancomycin OR Daptomycin

v

Follow-up: Progress check at days 2, 5 and 7, then weekly whilst in
hospital. Final follow-up day 90 post randomisation

Primary endpoint: Death, persistent bacteraemia, microbiological
relapse or microbiological treatment failure by day 90 post
randomisation

Trials 2016;17:170



@ JAMA Network®

QUESTION In adults with methicillin-resistant Staphylococcus aureus (MRSA) bacteremia, does the addition of 7 days of an
antistaphylococcal B-lactam to standard antibiotic therapy (vancomycin or daptomycin) lead to improved clinical outcomes at 90 days?

CONCLUSION This randomized trial found that the addition of an antistaphylococcal 3-lactam to standard antibiotic therapy
did not significantly reduce the primary composite end point in patients with MRSA bacteremia.

IV B-lactam for 7 days

POPULATION INTERVENTION FINDINGS
. — T All-cause mortality, persistent bacteremia at day 5,
231 Men N~ N 345 Patients analyzed /) microbiological relapse, and microbiological failure
121 women - T —< -
170 175 Combination therapy Standard therapy
Adults hospitalized Combination Standard 59 of 170 patients 68 of 175 patients
with MRSA bacteremia therapy therapy
IV vancomycin IV vancomycin s, o
Mean age: 62 years or daptomycin for or daptomycin for i
14-42 days plus 14-42 days .+ 35% i1 39%

LOCATIONS = . e
27 PRIMARY OUTCOME
o . . The primary outcome was not significant:
Hospitals in Composite at 90 days of all-cause mortality, o
Australia, Singapore, persistent bacteremia at day 5, microbiological Between-group difference: — 4.2%
New Zealand, and Israel relapse, and microbiological failure (95% Cl, -14.3% to0 6.0%)

© AMA

Tong SYC, Lye DC, Yahav D, et al. Effect of vancomycin or daptomycin with vs without an antistaphylococcal B-lactam on mortality, bacteremia, relapse,
or treatment failure in patients with MRSA bacteremia: a randomized clinical trial [published February 11, 2020]. JAMA. d0i:10.1001/jama.2020.0103

JAMA. 2020;323(6):5237. doi:10.1001/jama.2020.010
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Daptomycin for the treatment of Staphylococcus aureus infections

complicated by septic pulmonary emboli™ ™

Ryan L. Crass **!, Kelsey L. Powell !, Angela M. Huang "

2 Department of Clinical Pharmacy, College of Pharmacy, University of Michigan, Ann Arbor, MI, USA
b Department of Pharmmacy, Froedtert and the Medical College of Wisconsin, Wauwatosa, W, USA
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AHA Scientific Statement

Infective Endocarditis in Adults: Diagnosis, Antimicrobial
Therapy, and Management of Complications

A Scientific Statement for Healthcare Professionals From the American
Heart Association

Endorsed by the Infectious Diseases Society of America

Daptomycin is a reasonable alternative to vancomy-

cin for NVE caused by MSSA (Class Ila; Level of

Evidence B). Daptomycin is inhibited by pulmonary surfactant'® and
thus 1s contraindicated in the treatment of S aureus pneu-
monia acquired via the aspiration route. In the registrational
trial,’” however, this agent performed as well as vancomycin
or B-lactams in treating septic pulmonary emboli caused by S
aureus, reflecting the distinct pathogenesis of this syndrome
as opposed to traditional pneumonia.

Circulation. 2015;132 DOI: 10.1161/CIR.00000000000002¢
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Prevalence of linezolid resistance according to different studies performed worlg

Year Country Number of Pathogens MIC (mg/L) Mechanism Resistance rate
pathogens
2002 UK 3 Enterococcus spp. 64 G2576U° —
2003  Poland case report E. faecium — G2576U —
2004  Greece case report E. faecium 16 G2576T —
2005 ZAAPSP 4098 Gram-positives <2 no mutations no resistance
2006  PA,USA 1680 CoNS >256 not specified 4.4%
2007 Germany 210 (total) MTB 4-8 no mutations 4 (1.9%)
2007  USA 1000 Enterococcus spp. >16 not specified 15 (1.5%)
2008  USA 2 S. aureus 8to>256 cfr mediated —
2008  Germany 10 MTB 16-32 G2061T (40%) —
G2576T (10%)
2011 USA 7303 Gram-positives 1-2 G2576T (16.6%) 0.19%
cfr mediated (16.6%)
2011 Japan case report MRSA 8-64 T2500A —
2012 Brazil 9 S. haemolyticus 32-128 G2576T 1%
S. epidermidis 0.04%
2012 Greece 22 E. faecium (n=17) 8-16 G2576T —
E. faecalis (n=5)
2012 China 17 CoNS C2104T and cfr mediated (CoNS) —
E. faecium G2576T (E. faecium)
2012  Portugal 5 S. epidermidis =32 T2530A —
2012 Spain 256 Staphylococcus spp. 8-16 G2576T (82%) 2.5%
cfr mediated (17%)
2012 Germany 84 MTB rplC gene mutations® 8 (9.5%)
2013 Canada 2829 (total) Enterococcus spp. >8 G2576T (66.7%) 0.42%
staphylococci cfr mediated (100%)
2013 Spain 3 S. aureus 32 G2576T —

rplD gene mutations®

JAntimicrobChemothe2016;72:354364
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HAP/VAP: Linezolid vs Vancomycin
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linezolid¢ 47% vs 58%, p<0.05.

J’]B/\ ‘—ll".B .{!h)v'h ‘_l “AV<!(;‘|| l/\l

A5>ﬁ&/afhcomyciw Y UL S >' ,hat ¢ h s ~ ¢
j he + 7 *"ht s>"h @

Al A < BnY 1s8A " ABE It NpECRT O h, oA

vancomycin (18% vs 8%).

Clin Infect Dis. 2012;54(5):628MJ Open. 2013;3(10):e00391
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Linezolid for the Treatment of Infections: A Review of th;
Clinical and CosEffectiveness TR

The evidence suggests that for MR@éteremia the clinical outcomes of Imezolfi
In comparison to daptomycin or vancomycin are comparable.

For skin and soft tissue infections caused by MRSA, the evidence favoured
treatment with linezolid, possibly due to suboptimal dosing of vancomycin.

Conflicting results were reported in the publications on MRSA pneumonia; while
some favoured treatment with linezolid others reported no statistically significant
differences between linezolidnd vancomychtreated groups.

The evidence suggests that for lREteremiathere is no difference in clinical
outcomes between patients treated with linezolid and fdgke daptomycin

No relevant evidence was identified regarding the clinical effectiveness of oral or
intravenous linezolid for the treatment of bone and joint infections due to MRSA.

No evidence was identified assessing the clinical effectiveness of oral or intraveno
linezolid for the treatment of bone and joint infections, skin and soft tissue
infections, infective endocarditis, and irltadominal infections due to VRE
infections.
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Daptomycin use was not associated with better
microbiological cure (daptomycin vs. linezolid, OR:
0.67, 95% CI: 0.42.06, p = 0.09)However,
mortality was higher in patients receiving
daptomycin (OR: 1.43, 95% CI: 10986, p = 0.009).

All studies had retrospective cohort designs and relatively small sample sizes.

BMC Infectious Diseases 2014:14:€



