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ɳɿɮɿʆɹGRAM(+) ɼʁɼɼʍɿ

ʃɾʅ ζɽˇʽ˃˗˅ʽˇ˂ˇʴʾʰη
22 ʁˁˍ˖ʲˊʾˇˎ нлн1
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ɮ˄ʰˉ˂Φ ɼʰʻʹʴʹˍʺˌ ʃʰʻˇ˂ˇʴʾʰˌ ςɽˇʽ˃˖˅ʽˇ˂ˇʴʾʰˌ

!Ω ʃʰʻˇ˂ˇʴʽˁʺ ɼ˂ʽ˄ʽˁʺ



ɳɹʅɮɱʍɱɶ



Gram(+)ˁ ˈˁˁˇʽ

ÁStaphylococcus spp

ÅS. Aureus: Methicillin resistant (MRSA)

ÅCoagulase-negative Staphylococci (CoNS): Methicillin resistant 

ÁEnterococcus spp

ÅE. faecalis

ÅE. faecium: Vancomycin resistant (VRE)

ÁStreptococcus spp

ÅS. pneumoniae: penicillin resistant (PRSP)



ʆˇ ˁˎˍˍʰˊʽˁˈ ˍˇʾ˔˖˃ʰ ˍ˖˄ Gram(+)



ɱʽʰˍʾ ˔ˊʶʽʰʸˈ˃ʰˋˍʶ ˄ʷʰ ʰ˄ˍʽʲʽˇˍʽˁʱ
ʷ˄ʰ˄ˍʽ Gram(+) ˁ ˈˁˁ˖˄Τ

ʅʆɶɿ ɼʁɹɿʁʆɶʆɮ
Áɽˇʽ˃˗˅ʶʽˌ ʵʷˊ˃ʰˍˇˌ ˁʰʽ ˃ʰ˂ʰˁ˗˄ 
˃ˇˊʾ˖˄ 
Åɲˊʱˋʹ ʷ˄ʰ˄ˍʽ MRSA 

Áɽˇʽ˃˗˅ʶʽˌ ʰ˄˖ˍʷˊˇˎ ˁʰʽ ˁʰˍ˖ˍʷˊˇˎ 
ʰ˄ʰˉ˄ʶˎˋˍʽˁˇˏ
Åɲˊʱˋʹ ʷ˄ʰ˄ˍʽʰ˄ʻʶˁˍʽˁˇˏ ˋˍʹ˄ 
ˉʶ˄ʽˁʽ˂˂ʾ˄ʹStrep pneumoniae

Áɮˉˈ ˍˇˎ ˋˍˈ˃ʰˍˇˌ ʺ ˉʰˊʶ˄ˍʶˊʽˁʱ ˃ʶ 
ʵˎ˄ʰˍˈˍʹˍʰ OPAT*

ÁɳˁʲʱˋʶʽˌΥ ʵʽʱˊˁʶʽʰ ˋˎ˃ˉˍ˖˃ʱˍ˖˄Σ 
˔ˊˈ˄ˇˌ ʶˉʽˋˍˊˇ˒ʺˌ ˋˍʹ ˋˎ˄ʺʻʹ 
ʵˊʰˋˍʹˊʽˈˍʹˍʰΣ ʶʽˋʰʴ˖ʴʺ ˋˍˇ 
˄ˇˋˇˁˇ˃ʶʾˇ

ʅʆʁ ɿʁʅʁɼʁɾɳɹʁ
Áɰʰˁˍʹˊʽʰʽ˃ʾʰΣ HAP/VAP,
ʶ˄ʵˇˁʰˊʵʾˍʽʵʰ
Åɲˊʱˋʹ ʷ˄ʰ˄ˍʽ MRSA & VRE

Áʃʰˊʶ˄ˍʶˊʽˁʱ
Åɲˎ˄ʰˍˈˍʹˍʰ ʴʽʰ ˋˎ˄ʷ˔ʽˋʹ ˃ʶ ˍˇ ʾʵʽˇ 
˒ʱˊ˃ʰˁˇ ʰˉˈ ˍˇˎ ˋˍˈ˃ʰˍˇˌ

Åɲˎ˄ʰˍˈˍʹˍʰ OPAT*

ÁɳˁʲʱˋʶʽˌΥ ʅˎ˄ˇ˂ʽˁʺ ʻ˄ʹˍˈˍʹˍʰΣ 
ʵʽʱˊˁʶʽʰ ˄ˇˋʹ˂ʶʾʰˌΣ ˁʰˍʰ˄ʱ˂˖ˋʹ 
ˉˈˊ˖˄Σ ʰ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌΣ 
ʰ˄ʱˉˍˎ˅ʹ ʰ˄ˍˇ˔ʺˌ 

OPAT: Out-Patient Antimicrobial Therapy Clin MicrobiolInfect 2017;23:697-703



Data from https://atlas.ecdc.europa.eu/public/index.aspx
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FDA Guidance Acute Bacterial Skin and Skin
Structure Infections

Developing Drugs for Treatment

ÁAcute Bacterial Skin and Skin Structure Infections: 
ÅDiagnosis of ABSSSI requiresthe presence of cellulitis, a major abscess, 

or a wound infection, each associated with lesion size of at least 75 cm2

ÅLesion size is measured by the area of redness, oedema, or induration

ÁPrimary efficacy endpoint: lesion response at 48 to 72 hours
ÅClinical response should be based on the percent reduction in the lesion 

size at 48 to 72 hours compared to baseline, measured in patients who 
did not receive rescue therapy and are alive.
ÅA clinical response in a patient generally is defined as a percent 

reduction in lesion size greater than or equal to 20 percent compared to 
baseline. 



ɿɳʁʆɳʄɮ ɱɽʇɼʁʃɳʃʆɹɲɹɮ
DALBAVANCIN



Dalbavancin

Áɽʽˉˇʴ˂ˎˁˇˉʶˉˍʾʵʽˇ: 
ˉˊˇʷˊ˔ʶˍʰʽ ʰˉˈ 
ˍˊˇˉˇˉˇʾʹˋʹ ˍˇˎ ˃ˇˊʾˇˎ 
ˍʹˌ teicoplanin
Åɲʽʰˍʺˊʹˋʹ ˍʹˌ ʻʷˋʹˌ 
ˋˏ˄ʵʶˋʹˌ ˃ʶ ˍˇ D-Alanyl-D-
Alanine

Áɮ˄ʰˋˍʷ˂˂ʶʽ ˍʹ ˋˏ˄ʻʶˋʹ 
ˍˇˎ ˁˎˍˍʰˊʽˁˇˏ 
ˍˇʽ˔˗˃ʰˍˇˌ ˃ʶ ˃ʹ˔ʰ˄ʽˋ˃ˈ 
ˉʰˊˈ˃ˇʽˇ ˃ʶ ˍ˖˄ 
ʴ˂ˎˁˇˉʶˉˍʽʵʾ˖˄

Áʆˇ ˂̔ˉˈ˒ʽ˂ˇˍ˃ʺ˃ʰ ˍˇˎ 
˃ˇˊʾˇˎ ζʰʴˁˎˊˇʲˇ˂ʶʾη 
ˋˍʹ˄ ˁˎˍˍʰˊʽˁʺ ˃ʶ˃ʲˊʱ˄ʹΦ



ʊʰˊ˃ʰˁˇˁʽ˄ʹˍʽˁʺ

Áʂʴˁˇˌ ˁʰˍʰ˄ˇ˃ʺˌ όVd)=0.52 L/kg - steady-state Vd=15 L
Áʃˊ˖ˍʶʿ˄ˇˋˏ˄ʵʶˋʹ> 95%
ÁArea under the curve 24h (AUC)= 3194.2 ƳƎϊƘ/ml
ÁTotal plasma clearance= 6.3 mL/kg/h
Áʋˊˈ˄ˇˌ ʹ˃ʽʸ˖ʺˌ(t1/2)=354 h  - 8,5 ́ ˃ʷˊʶˌ
Áɯʴ˄˖ˋˍˇˌ ˃ʹ˔ʰ˄ʽˋ˃ˈˌ ˃ʶˍʰʲˇ˂ʽˋ˃ˇˏ -ɲʶ˄ ˃ʶˍʰʲˇ˂ʾʸʶˍʰʽ ʰˉˈ ˍˇ CYP340 
Áɮˉˇʲʱ˂˂ʶˍʰʽ ʰˉˈ ˍʰ ˇˏˊʰ ό40-50҈ύ ˁʰʽ ˍʰ ˁˈˉˊʰ˄ʰ(~20%)
Áɼʰˍʰ˄ʷ˃ʶˍʰʽ ʶˎˊʷ˖ˌ ˋˍˇˎˌ ʽˋˍˇˏˌ
Åʁʽ ˎ˕ʹ˂ˈˍʶˊʶˌ ˋˎʴˁʶ˄ˍˊ˗ˋʶʽˌ ʲˊʾˋˁˇ˄ˍʰʽ ˋʶ ˄ʶ˒ˊˇˏˌ ˁʰʽ ʺˉʰˊ
Åɾʶˍʱ ˍʹ˄ оʹʹ˃ʷˊʰ ˇʽ ˉʶˊʽˋˋˈˍʶˊˇʽ ʽˋˍˇʾ ʷ˔ˇˎ˄ ʶˉʾˉʶʵʰ ˎ˕ʹ˂ˈˍʶˊʰ ʰˉˈ ˍʰ 
ʶˉʾˉʶʵʰ ˉ˂ʱˋ˃ʰˍˇˌ
Åɿʶ˒ˊˇʾΣ ʺˉʰˊΣ ˒ʰʽˈ ˂ʾˉˇˌΣ ʵʷˊ˃ʰΣ ˋˁʶ˂ʶˍʽˁˇʾ ˃ˏʶˌΥ ˃ʶˍˊʺˋʽ˃ʰ ʶˉʾˉʶʵʰ ˍʹ˄ мпʹ

ʹ˃ʷˊʰ

ÁPK/PD index: AUC/MIC

Expert Rev. Anti Infect. Ther. 2015;13:149ς159, CurrOpinInfect Dis 2018;31:141ς147



CurrOpinInfect Dis 2018;31:141ς147



ɮ˄ˍʽ˃ʽˁˊˇʲʽʰˁˈ˒ʱˋ˃ʰ ɹ

Áʃʰˊˈ˃ˇʽˇ ʰ˄ˍʽ˃ʽˁˊˇʲʽʰˁˈ˒ʱˋ˃ʰ ˃ʶ ˍʰ ʴ˂ˎˁˇˉʶˉˍʾʵʽʰ.
Áɹˋ˔ˎˊˈˍʶˊʹ ʵˊʱˋʹ ʰˉˈ ˍʹ ʲʰ˄ˁˇ˃ˎˁʾ˄ʹ ʷ˄ʰ˄ˍʽ ˋˍʶ˂ʶ˔˗˄ S. aureus:
Åɲˊʰˋˍʽˁʺ in vitro ̫ ˄ʰ˄ˍʽ ˋˍʶ˂ʶ˔˗˄ glycopeptide-intermediate S. aureus-

GISA (MIC90, 0.06ς1 ˃ g/mL)
Åɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽˋˍʶ˂ʶ˔˗˄ linezolid-nonsusceptibleS. aureus (MIC90, 

0.03ς0.06 ˃ g/mL) 
Åɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽ ˍˇˎ ʶ˄ˈˌ ʰˉˈ ˍʰ ʵˏˇ ˋˍʶ˂ʷ˔ʹVRSA Hershey-

Pennsylvania (MIC90, 0.5 ˃ g/mL)

Áɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽ ˋˍʶ˂ʶ˔˗˄ coagulase negative Staphylococci (CoNS) 
˃ʶ ʰ˄ˍˇ˔ʺ ˋˍʹ ˂ʽ˄ʶʸˇ˂ʾʵʹΣ ˍʹ ʲʰ˄ˁˇ˃ˎˁʾ˄ʹΣ ˍʹ˄ ˍʶʿˁˇˉ˂ʰ˄ʾ˄ʹˁʰʽ ˍʹ 
ʵʰˉˍˇ˃ˎˁʾ˄ʹ.
Áɰʰˁˍʹˊʽˇˁˍˈ˄ˇ ʷ˄ʰ˄ˍʽ S. aureus ˁʰʽ ConS: MBC~4 X MIC



ɮ˄ˍʽ˃ʽˁˊˇʲʽʰˁˈ˒ʱˋ˃ʰ ɹɹ

Áʃʰˊˈ˃ˇʽʰ ʵˊʱˋʹ ʷ˄ʰ˄ˍʽ E. faecalis & E. faecium˃ ʶ ˍʹ˄ 
ˍʶʿˁˇˉ˂ʰ˄ʾ˄ʹʰ˂˂ʱ ʽˋ˔ˎˊˈˍʶˊʹ ʰˉˈ ˍʹ ʲʰ˄ˁˇ˃ˎˁʾ˄ʹ
Åɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽ ˋˍʶ˂ʶ˔˗˄ VRE˃ ʶ ˃ʹ˔ʰ˄ʽˋ˃ˈ ʰ˄ˍˇ˔ʺˌ VanB& VanC, 
ʰ˂˂ʱ ˈ˔ʽ VanA

Áɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽ ʲ-ʰʽ˃ˇ˂ˎˍʽˁ˗˄Σ viridansgroupstreptococci & 
Strep. pneumoniae(ʰˁˈ˃ʰ ˁʰʽ ˃ʶ ʰ˄ˍˇ˔ʺ ˋˍʹ˄ ˉʶ˄ʽˁʽ˂˂ʾ˄ʹ)
Áɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽ ʱ˂˂˖˄ gram(+)˃ ʽˁˊˇˇˊʴʰ˄ʽˋ˃˗˄Υ 

Corynobacteriumspp, Listeria spp., Bacillus spp, gram(+) 
ʰ˄ʰʶˊˈʲʽʰ(Clostridium spp., Peptostreptococcusspp., & 
Actinomyces sp) ˃ ʶ ˍʹ˄ ʶ˅ʰʾˊʶˋʹ ˇˊʽˋ˃ʷ˄˖˄ ʶʽʵ˗˄ Clostridium 
ˁʰʽLactobacillus 



In vitro activity of gram-positive organisms and 
anaerobes against dalbavancin

Clin Infect Dis 2008;46:577ς83



R.E Mendes et al J AntimicrobChemother 2016 doi:10.1093/jac/dkv303

Dalbavancin in vitro activity against Gram(+) clinical isolates from 39 
European hospitals (2011ς13)

Viridansgroup streptococci 

Viridansgroup streptococci 



MIC vs MIC50/90

ÁMIC: ɶ ʶ˂ʱ˔ʽˋˍʹ ˋˎʴˁʷ˄ˍˊ˖ˋʹ ʰ˄ˍʽʲʽˇˍʽˁˇˏ ˉˇˎ ʰˉʰʽˍʶʾˍʰʽ ʴʽʰ ˄ʰ 
ʰ˄ʰˋˍʶʾ˂ʶʽ ˍˇ˄ ˉˇ˂˂ʰˉ˂ʰˋʽʰˋ˃ˈ ʶ˄ˈˌ ʵʶʵˇ˃ʷ˄ˇˎ ˋˍʶ˂ʷ˔ˇˎˌ ˍˇˎ 
˃ʽˁˊˇˇˊʴʰ˄ʽˋ˃ˇˏ όˉ˔ ˍˇ ˋˍʷ˂ʶ˔ˇˌ Staph aureus̄ ˇˎ ʰˉˇ˃ˇ˄˗ʻʹˁʶ 
ˋʶ ˃ʽʰ ˁʰ˂˂ʽʷˊʴʶʽʰ ʰʾ˃ʰˍˇˌʰˉˈ ˍˇ˄ ʰˋʻʶ˄ʺ ˋʰˌύ
Åɳˁ˒ˊʱʸʶʽ ˍʹ˄ ʶˎʰʽˋʻʹˋʾʰ ʶ˄ˈˌ ˋˍʶ˂ʷ˔ˇˎˌ ˋˍˇ ˋˎʴˁʶˁˊʽ˃ʷ˄ˇ ʰ˄ˍʽʲʽˇˍʽˁˈ

ÁMIC50/90: ɶ ʶ˂ʱ˔ʽˋˍʹ ˋˎʴˁʷ˄ˍˊ˖ˋʹ ʹ ˇˉˇʾʰ ʰ˄ʰˋˍʷ˂˂ʶʽ ˍˇ рлκфл҈ 
ˍ˖˄ ˋˍʶ˂ʶ˔˗˄ ʶ˄ˈˌ ˃ʶʴʱ˂ˇˎ ʰˊʽʻ˃ˇˏ ˋˍʶ˂ʶ˔˗˄ ˍˇˎ ʽʵʾˇˎ ʶʾʵˇˎˌΦ
Åɳˁ˒ˊʱʸʶʽ ˍʹ˄ ʰˉˇˍʶ˂ʶˋ˃ʰˍʽˁˈˍʹˍʰ ʶ˄ˈˌ ʰ˄ˍʽʲʽˇˍʽˁˇˏ ʷ˄ʰ˄ˍʽ ʶ˄ˈˌ 
ʶʾʵˇˎˌΦ
ÅMIC50: ɳˁ˒ˊʱʸʶʽ ˍʹ˄ ʶ˄ʵˇʴʶ˄ʺ ʵˊʰˋˍʽˁˈˍʹˍʰ ʶ˄ˈˌ ʰ˄ˍʽʲʽˇˍʽˁˇˏ ʷ˄ʰ˄ˍʽ 
ʶ˄ˈˌ ʶʾʵˇˎˌ
ÅMIC90: ɮ˄ˍʰ˄ʰˁ˂ʱ ˍʹ˄ ˉʰˊˇˎˋʾʰ ˍ˖˄ ʵʽʰ˒ˈˊ˖˄ ˃ʹ˔ʰ˄ʽˋ˃˗˄ ʰ˄ˍˇ˔ʺˌ 
ˍˇˎ ʶʾʵˇˎˌ ʷ˄ʰ˄ˍʽ ˍˇˎ ʰ˄ˍʽʲʽˇˍʽˁˇˏ



Breakpointsfor Staphylococcus spp. and beta hemolyticand viridans
Streptococci

Breakpoints Sensitive Intermediate Resistant

EUCAST V9.0, 2019 ҖлΣмнр ƳŎƎκƳƭN/A ҖлΣмнр ƳŎƎκƳƭ

CLSI M100-ED29, 2019 ҖлΣмн ƳŎƎκƳƭ N/A



ɮ˄ˍˇ˔ʺ

Áɾʶ˂ʷˍʶˌ in vitro h ˄ʱˉˍˎ˅ʹˌ ʰ˄ˍˇ˔ʺˌ όdirect selection & serial passage) 
ʰˉʷˍˎ˔ʰ˄ ˄ʰ ʰˉˇ˃ˇ˄˗ˋˇˎ˄ ˋˍʰʻʶˊʱ ˋˍʶ˂ʷ˔ʹ ˃ʶ ˃ʶʽ˖˃ʷ˄ʹ ʶˎʰʽˋʻʹˋʾʰ ˋˍʹ 
dalbavancin. 

ÁSENTRY AntimicrobialSurveillance Program (2011):
ÅMIC Dalbavancin ̫˄ʰ˄ˍʽ Ϥмрлл ˋˍʶ˂ʷ˔ʹ Gram(+) ̄ ʰʻˇʴˈ˄˖˄ ʰˉˈ ɶʃɮ
Åɲʶ˄ ˎˉʺˊ˔ʰ˄ ʶ˄ʵʶʾ˅ʶʽˌ ʰ˂˂ʰʴʺˌ ˋˍʹ˄ MICˇˏˍʶ ʰ˄ʱʵˎˋʹˌ ʰ˄ˍˇ˔ʺˌ

ÁInternational Dalbavancin Evaluation of Activity (IDEA) Surveillance Program 
(2015): 
Åɹˋ˔ˎˊʺ ʵˊʱˋʹ in vitro ̫ ˄ʰ˄ˍʽ ˋˍʶ˂ʶ˔˗˄ Staph aureus (N=5,724), , -̡ʰʽ˃ˇ˂ˎˍʽˁ˗˄ 
ˋˍˊʶˉˍˇˁˈˁˁ˖˄(N=1125)ˁ ʰʽ Vancomycin-sensitive Enterococci(N=949)h̄ ˈ 
ɳˎˊ˗ˉʹ ˁʰʽ ɶʃɮΦ
Åʂ˂ʰ ˍʰ ˋˍʶ˂ʷ˔ʹ ʺˍʰ˄ млл҈ ʶˎʰʾˋʻʹˍʰΣ ˃ʶ ʲʱˋʹ ˍʰ ˁˊʽˍʺˊʽʰ όbreakpointsύ ˍ˖˄ 

EUCAST & FDA

AntimicrAgents Chemother 2007;51:1150-54, Diagn MicrobiolInfect Dis2013;75:304ς307



ɳ˄ʵʶʾ˅ʶʽˌ

Áɴʴˁˊʽˋʹ ʰˉˈ FDA & EMA ɹʽʰ ˍʹ ʻʶˊʰˉʶʾʰ ˍ˖˄ ʶˉʽˉ˂ʶʴ˃ʷ˄˖˄˂ˇʽ˃˗˅ʶ˖˄ 
ʵʷˊ˃ʰˍˇˌ ˁʰʽ ˃ʰ˂ʰˁ˗˄˃ˇˊʾ˖˄

ÁDISCOVER 1& DISCOVER 2 registration studies (NCT01339091 & 
NCT01431339)
Åɼˏˊʽʰ ʷˁʲʰˋʹΥ ʃˊ˗ʿ˃ʹˁ˂ʽ˄ʽˁʺ ʰ˄ˍʰˉˈˁˊʽˋʹ Ąʵʽʰˁˇˉʺ ˍʹˌ ʶ˅ʱˉ˂˖ˋʹˌ ˍˇˎ 
ʶˊˎʻʺ˃ʰˍˇˌ ˁʰʽ ʰˉˇˎˋʾʰ ˉˎˊʶˍˇˏ ˋˍʽˌ пу-тн ˗ˊʶˌ

N EnglJ Med 2014;370:2169-79



N EnglJ Med 2014;370:2169-79



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

infections

CurrOpinInfect Dis 2018;31:141ς147



One and two-dose regimen of Dalbavancin

Dalbavancin mean Plasma Concentrations versus time in a typical ABSSSI patient (simulationusing 
population pharmacokinetic model) for both the single and the two-dose regimens

Figure adapted from XYDALBA EU SmPC March 17, 2017



Bactericidal PK levels with Two Dose
Regimen of Dalbavancin

Adapted from FDA Briefing Presentation. Anti-infective Drugs Advisory Committee Meeting. March 31, 2014. NDA 21-883



ɲˇˋˇ˂ˇʴʾʰ
(SPC)

Áʅ˔ʺ˃ʰ ˃ʽʰˌ ʵˈˋʹˌΥ мрлл mgʶ˒ʱˉʰ˅
Áʅ˔ʺ˃ʰ ʵˏˇ ʵˈˋʶ˖˄Υ мллл mgˍʹ˄ ʹ˃ʷˊʰ м ˁʰʽ рлл mgˍʹ˄ ʹ˃ʷˊʰ у
Áʃˊˇˋʰˊ˃ˇʴʺ ʵˈˋʹˌ ˋʶ ˄ʶ˒ˊʽˁʺ ʵˎˋ˂ʶʽˍˇˎˊʴʾʰΥ ˈˍʰ˄ CrCl<30 

mL/min (ˁ ʰʽ ˇ ʰˋʻʶ˄ʺˌ ʵʶ˄ ʲˊʾˋˁʶˍʰʽ ˎˉˈ ˍʰˁˍʽˁʺ ʰʽ˃ˇˁʱʻʰˊˋʹ):
Åʅ˔ʺ˃ʰ ˃ʽʰˌ ʵˈˋʹˌΥ1125 mg  ʁ ˒ʱˉʰ˅
Åʅ˔ʺ˃ʰ ʵˏˇ ʵˈˋʶ˖˄Υ трл mgˍʹ˄ ʹ˃ʷˊʰ м ˁʰʽ отр mgˍʹ˄ ʹ˃ʷˊʰ у
Åɮˋʻʶ˄ʶʾˌ ˎˉˈ ˍʰˁˍʽˁʺ ʰʽ˃ˇˁʰʻʰˊˋʹΥ ʵʶ˄ ˔ˊʶʽʱʸʶˍʰʽ ˉˊˇˋʰˊ˃ˇʴʺΣ ˇˏˍʶ 
ˋˎʴ˔ˊˇ˄ʽˋ˃ˈˌ ˃ʶ ˍʹ˄ ʰʽ˃ˇˁʱʻʰˊˋʹ

Áɶˉʰˍʽˁʺ ʵˎˋ˂ʶʽˍˇˎˊʴʾʰ
Åɷˉʽʰ ʵʽʰˍʰˊʰ˔ʺ(Child-Pugh class A): ɲʶ˄ ˔ˊʶʽʱʸʶˍʰʽ ˉˊˇˋʰˊ˃ˇʴʺ
Åɾʷˍˊʽʰ ˉˊˇˌ ˋˇʲʰˊʺ ʵʽʰˍʰˊʰ˔ʺ(Child-Pugh class B or C): ɲʶ˄ 
ˎˉʱˊ˔ˇˎ˄ ʵʶʵˇ˃ʷ˄ʰΣ ˔ˊʺˋʹ ˃ʶ ˉˊˇˋˇ˔ʺ



Áɮ˄ˇʽˁˍʺΣ ˍˎ˔ʰʽˇˉˇʽʹ˃ʷ˄ʹ όтΥмύ ˃ʶ˂ʷˍʹ ς̄ ˊ˗ˍˇ ʶˉʶʽˋˈʵʽˇ ˇˋˍʶˇ˃ˎʶ˂ʾˍʽʵʰˌ
Åɼˊʽˍʺˊʽʰ ʰˉˇˁ˂ʶʽˋ˃ˇˏΥ ˉʰˊˇˎˋʾʰ ˉˊˇˋʻʶˍʽˁ˗˄ ˎ˂ʽˁ˗˄Σ ʲʰˁˍʹˊʽʰʽ˃ʾʰ ʺ 
ʶ˄ʵˇˁʰˊʵʾˍʽʵʰΣ ʻʶˊʰˉʶˎˍʽˁʺˌ ʰˉˇˍˎ˔ʾʰˌ ˋʶ ʱ˂˂ʰ ʰ˄ˍʽʲʽˇˍʽˁʱ 
Åɼʰˍʰ˂ʹˁˍʽˁˈ ˋʹ˃ʶʾˇΥ ˁ˂ʽ˄ʽˁʺ ʰ˄ˍʰˉˈˁˊʽˋʹ ˍʹ˄ ʹ˃ʷˊʰ пн
Åул ʰˋʻʶ˄ʶʾˌΥ тл dalbavancin, 10 standard of care (SOC)
Å60% Staphylococcus aureus 

Áɼ˂ʽ˄ʽˁʺ ʾʰˋʹΥ 65/67 (97%) Dalbavancin vs 7/8 (88%) SOC
Åʋ˖ˊʾˌ ˎˉˇˍˊˇˉʺ ˋˍˇˎˌ с ˃ʺ˄ʶˌ ˁʰʽ ˍˇ м ʷˍˇˌ

Áɮ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌ ˃ʶˍʱ ˍʹ ʻʶˊʰˉʶʾʰ  όTreatment-emergent adverse 
eventsύ ˁʰˍʰʴˊʱ˒ʹˁʰ˄ ˋʶ мл ʰˋʻʶ˄ʶʾˌ ˋˍʹ˄ ˇ˃ʱʵʰ DalbavancinΦ ɼʰ˄ʶʾˌ 
ʰˋʻʶ˄ʺˌ ʵʶ˄ ʵʽʷˁˇ˕ʶ ˍʹ ˃ʶ˂ʷˍʹΦ



сп҈ ˁ˂ʽ˄ʽˁʺ ʾʰˋʹ ˃ˈ˄ˇ ˃ʶ 
Dalbavancin

р҈ ʰˉˇˁ˂ʽ˃ʱˁ˖ˋʹ ˋʶ ʰˉˈ 
ˍˇˎ ˋˍˈ˃ʰˍˇˌ

нм҈ ˁ˂ʽ˄ʽˁʺ ʰˉˇˍˎ˔ʾʰ
р҈ ʵʽʰˁˇˉʺ ˂ˈʴ˖ ɮɳ

Infection, Sep 2019,10.1007/s15010-019-01354-x



Percentage of cured patients in different indications for 
dalbavancin use 

Etiologyof infections and percentage of patients cured with 
dalbavancin 

Int J Infect Dis2019;81:210ς214



Int J AntimicrobAgents 2018;51:571-7



Int J AntimicrobAgents 2020;56:106107



Int J AntimicrobAgents 2020;56:106069



Dalbavancin clinical trials



ɮ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌ

Áɮ˄ʱ˂ˎˋʹ ʵʶʵˇ˃ʷ˄˖˄ оллл ʰˋʻʶ˄˗˄ όмтту ʷ˂ʰʲʰ˄ dalbavancin) h ˉ7̍ RCT
Åɶ dalbavancin ʁ ˃˒ʱ˄ʽʸʶ ˋˉʰ˄ʽˈˍʶˊʰ ʰ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌ 
όˋˎ˃ˉʶˊʽ˂ʰ˃ʲʰ˄ˇ˃ʷ˄˖˄ ˁʰʽ ˍ˖˄ SAE)
Åʁʽ ˋˎ˔˄ˈˍʶˊʶˌ ˋ˔ʶˍʽʸˈ˃ʶ˄ʶˌ ˃ʶ ˍʹ ʻʶˊʰˉʶʾʰ ʰ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌ ˍʹˌ 

dalbavancin̋ ˍʰ˄ ˄ʰˎˍʾʰ όрΣр҈ύΣ ʵʽʱˊˊˇʽʰ όпΣт҈ύ ˁʰʽ ˁ˄ʹˋ˃ˈˌ όпΣп҈ύ

CurrOpinInfect Dis 2018;31:141ς147



Open Forum Infectious Diseases, 2019;6:ofz274, https://doi.org/10.1093/ofid/ofz274



ʃˊˇʲ˂ʹ˃ʰˍʽˋ˃ˇʾ 

Áʃ˖ˌ ʻʰ ʰ˄ˍʽ˃ʶˍ˖ˉʾˋˇˎ˃ʶ ˃ʽʰ ʰ˄ʰ˒ˎ˂ʰˁˍʽˁʺʰ˄ˍʾʵˊʰˋʹ 
ˋʶ ʷ˄ʰ ˒ʱˊ˃ʰˁˇ ˉˇˎ ʵʽʰˍʹˊʶʾ ʻʶˊʰˉʶˎˍʽˁʱ ʶˉʾˉʶʵʰ 
ʴʽʰ мп ʹ˃ʷˊʶˌΤ
Áɸʷ˃ʰˍʰ ɳˉʽ˃ʶ˂ʹˍʶʾʰˌ ɮ˄ˍʽʲʽˇˍʽˁ˗˄Υ ʁʽ ʰˋʻʶ˄ʶʾˌ 
˂ʰ˃ʲʱ˄ˇˎ˄ ˈ˂ʹ ʺ ˍˇ ˃ʶʴʰ˂ˏˍʶˊˇ ˃ʷˊˇˌ ˍʹˌ ʻʶˊʰˉʶʾʰˌΣ 
ʰˁˈ˃ʰ ˁʰʽ ˋʶ ˉʶˊʽˉˍ˗ˋʶʽˌ ʻʶˊʰˉʶˎˍʽˁʺˌ ʰˉˇˍˎ˔ʾʰˌ
Åɾʶʴʱ˂ˇ ˇʽˁˇ˂ˇʴʽˁˈ ʰˉˇˍˏˉ˖˃ʰΥ ʰˉˇʲʱ˂˂ʶˍʰʽ ˋˍʰ ˇˏˊʰ ˁʰʽ 
ˋˍʰ ˁˈˉˊʰ˄ʰ ʴʽʰ ˃ʶʴʱ˂ˇ ˔ˊˇ˄ʽˁˈ ʵʽʱˋˍʹ˃ʰΦ 

Áɮˉˇˎˋʾʰ ˋˎˋˍʹ˃ʰˍʽˁʺˌ ˁ˂ʽ˄ʽˁʺˌ ʶ˃ˉʶʽˊʾʰˌ ˋʶ ʰˋʻʶ˄ʶʾˌ 
˃ʶ ˎ˕ʹ˂ʺ MICˋˍʹ ʲʰ˄ˁˇ˃ˎˁʾ˄ʹ ˁʰʽ ˍʹ˄ ˍʶʿˁˇˉ˂ʰ˄ʾ˄ʹ



DAPTOMYCIN



Daptomycin

Áɼˎˁ˂ʽˁˈ ˂ʽˉˇˉʶˉˍʾʵʽˇ
ÅMW 1620 Da

Áʆˇ ˂̔ˉʽʵʽʰˁˈˍ˃ʺ˃ʰ ˍˇˎ ˃ˇˊʾˇˎ 
ʶʽˋʷˊ˔ʶˍʰʽ ˋˍʹ˄ 
ˁˎˍˍʰˊˇˉ˂ʰˋ˃ʰˍʽˁʺ˃ʶ˃ʲˊʱ˄ʹ 
ˍˇˎ ʲʰˁˍʹˊʾˇˎ ˁʰʽ ʵʹ˃ʽˇˎˊʴʶʾ 
ʷ˄ʰ ˁʰ˄ʱ˂ʽ ʰʴ˖ʴʺˌ ʽˈ˄ˍ˖˄
Åʆʰ ʽˈ˄ˍʰK+ʲʴʰʾ˄ˇˎ˄ ʰˉˈ ˍˇ 
ʲʰˁˍʹˊʽʰˁˈˁˏˍˍʰˊˇΣ ˇʵʹʴ˗˄ˍʰˌ 
ˍˇ ˋˍˇ ʻʱ˄ʰˍˇ˔˖ˊʾˌ ˂ˏˋʹ ˍˇˎ 
ˁˎˍˍʱˊˇˎ

Áɰʰˁˍʹˊʽˇˁˍˈ˄ˇ ʰ˄ˍʽʲʽˇˍʽˁˈ 



ɾʹ˔ʰ˄ʽˋ˃ˈˌ ʵˊʱˋʹˌ daptomycin

KatzungBacis& Clinical Pharmacoloty14th Ed, 2017

Recent insights into the mechanism of action of daptomycin 
suggest that the antibiotic binds to the cell membrane 
preferentially at the level of the division septum



ʊʰˊ˃ʰˁˇˁʽ˄ʹˍʽˁʺ

Áɲʶ˄ ʰˉˇˊˊˇ˒ʱˍʰʽʰˉˈ ˍˇˎ ˋˍˈ˃ʰˍˇˌ ς̝ ˇˊʹʴʶʾˍʰʽ ˃ˈ˄ˇ iv
Åɲʶ˄ ˉˊʷˉʶʽ ˄ʰ ˔ˇˊʹʴʶʾˍʰʽ ʶ˄ʵˇ˃ˎʿˁʱ ςɦ ˃ʶˋʹ ˍˇ˅ʽˁˈˍʹˍʰ ˋˍˇˎˌ ˃ˎˌ

Áʋˊˈ˄ˇˌ ʹ˃ʽʸ˖ʺˌ8-9˖ˊʶˌ: ̝ ˇˊʹʴʶʾˍʰʽ ˃ʾʰ ˒ˇˊʱ ʹ˃ʶˊʹˋʾ˖ˌ
Áʃˊ˖ˍʶʿ˄ˇʵʷˋ˃ʶˎˋʹ92%
Áɮˉˇʲʱ˂˂ʶˍʰʽ ˁʰˍʱ ул҈ ˋˍʰ ˇˏˊʰ ς˃ ʽˁˊˈ ˃ʷˊˇˌ ʰˉˇʲʱ˂˂ʶˍʰʽ ˋˍʰ ˁˈˉˊʰ˄ʰ
Áʅʶ ˄ʶ˒ˊʽˁʺ ʰ˄ʶˉʱˊˁʶʽʰ ˃ʶ CrCl<30 ml/minˉˊʷˉʶʽ ˄ʰ ˔ˇˊʹʴʶʾˍʰʽ ʰ˄ʱ пу 
˗ˊʶˌ

Áɳˉʾˉʶʵʰ ɳɿʇΥ л-у҈ ˍˇˎ ˇˊˇˏ
Áɲʶ˄ ʷ˔ʶʽ ʰ˂˂ʹ˂ʶˉʽʵˊʱˋʶʽˌ ˃ʶ ˍˇ ˁˎˍˈ˔ˊ˖˃ʰ ʄпрл
ÁConcentration-dependent activity: ɼˏˊʽʰ ˉʰˊʱ˃ʶˍˊˇˌ ʵˊʰˋˍʽˁˈˍʹˍʰˌ 

Cmax/MIC



ɮ˄ˍʽ˃ʽˁˊˇʲʽʰˁˈ˒ʱˋ˃ʰ

ÁStaphylococcus spp
ÅMRSA

ÅMSSA

ÁEnterococcus spp
ÅVancomycin-resistant enterococci (ˁˎˊʾ˖ˌ E. faecium)

ÁStreptococcus spp
ÅS. pneumoniae

ÅS. pyogenes

ÅViridansstreptococci

ɶ ɻʰˉˍˇ˃ˎˁʾ˄ʹʵʶ˄ ˃ˉˇˊʶʾ ˄ʰ 
ʵʽʰˉʶˊʱˋʶʽ ˍˇ ˁˎˍˍʰˊʽˁˈ ˍˇʾ˔˖˃ʰ 
ˍ˖˄ gram(-) ̡ ʰˁˍʹˊʾ˖˄ ˁʰʽ ʷˍˋʽ ʵʶ˄ 
ʵˊʰ ʷ˄ʰ˄ˍʽ ʰˎˍ˗˄

ʆʰ˔ʶʾʰ ʲʰˁˍʹˊʽˇˁˍˈ˄ˇˌ ʵˊʱˋʹ
ҔффΣф҈ ˍ˖˄ aw{! ϧ a{{! 
ʻʰ˄ʰˍ˗˄ˇ˄ˍʰʽ ˋʶ м ˗ˊʰ



Breakpoints



Daptomycin MIC & cure rate

Daptomycin cure rate of MRSA 
infections

Daptomycin cure rate of VRE 
infections

Clin. Microbiol. Rev. 2013;26:759





ɮ˄ˍˇ˔ʺ ˋˍʹ Daptomycin

Áɯʴ˄˖ˋˍʹ ʶˉʽʵʹ˃ʽˇ˂ˇʴʾʰ
Åʃ˂ʹˊˇ˒ˇˊʾʶˌ ʰˉˈ ʰ˄ʰ˒ˇˊʷˌ ˉʶˊʽˉˍ˗ˋʶ˖˄ ʺ ˃ʽˁˊʷˌ ˋʶʽˊʷˌ
Åɮˏ˅ʹˋʹ ˍʹˌ MICs ̀ ʶ Ҕ2 ˃ Ǝ/mL ̄ ʰˊʰˍʹˊʺʻʹˁʶ ˋˍˇ6% ̱ ˖˄ ʰˋʻʶ˄˗˄ ˋʶ ˁ˂ʽ˄ʽˁʺ ˃ʶ˂ʷˍʹ 
ʲʰˁˍʹˊʽʰʽ˃ʾʰˌ ˁʰʽ ʶ˄ʵˇˁʰˊʵʾˍʽʵʰˌ ʰˉˈ Staph aureus

Åғн҈ ˍ˖˄ ˋˍʶ˂ʶ˔˗˄ ʶ˄ˍʶˊˇˁˈˁˁˇˎ ʶʾ˄ʰʽ ˃ʹ ʶˎʰʾˋʻʹˍʰ ˋˍʹ Daptomycin MIC>4 mg/L

Áɮ˄ˍˇ˔ʺ ˃ˉˇˊʶʾ ˄ʰ ʰ˄ʰˉˍˎ˔ʻʶʾde novoΣ ˁʰˍʱ ˍʹ ʵʽʱˊˁʶʽʰ ʺ ˃ʶˍʱ ʰˉˈ ʻʶˊʰˉʶʾʰ ˃ʶ 
Daptomycin

Áɾˉˇˊʶʾ ˄ʰ ʰ˄ʰˉˍˎ˔ʻʶʾ ˁʰˍʱ ˍʹ ʵʽʱˊˁʶʽʰ ʺ ˃ʶˍʱ ʰˉˈ ʻʶˊʰˉʶʾʰ ˃ʶVancomycin
Åɶ ʰˏ˅ʹˋʹ ˍʹˌ MICˋˍʹ daptomycinh ˁˇ˂ˇˎʻʶʾ ˍʹ˄ ʰˏ˅ʹˋʹ MICˋˍʹ vancomycin.

Áɶ ʰ˄ˍˇ˔ʺ ˋˍʹ daptomycin˃ ˉˇˊʶʾ ˄ʰ ʰ˄ˍʰ˄ʰˁ˂ʱ ˍʹ˄ ʰ˄ˍˇ˔ʺ ʷ˄ʰ˄ˍʽ ˍ˖˄ ˒ˎˋʽˁ˗˄ 
ˁʰˍʽˇ˄ʽˁ˗˄ ʰ˄ˍʽ˃ʽˁˊˇʲʽʰˁ˗˄ˉʶˉˍʽʵʾ˖˄ όCAMPs)

ÁSee-saw effectΥ ʅˍʶ˂ʷ˔ʹ MRSA˃ ʶ ʰ˄ˍˇ˔ʺ ˋˍʹ daptomycinʁ ˃˒ʰ˄ʾʸˇˎ˄ ʰˎ˅ʹ˃ʷ˄ʹ 
ʶˎʰʽˋʻʹˋʾʰ ˋʶ ʱ˂˂ʰ ʰ˄ˍʽʲʽˇˍʽˁʱ ˉ˔ ʰ˄ˍʽˋˍʰ˒ˎ˂ˇˁˇˁˁʽˁʷˌˉʶ˄ʽˁʽ˂˂ʾ˄ʶˌ(Nafcillin) ς
ˉʽʻʰ˄˗ˌ ʹ ˔ˊʺˋʹ ˋˎ˄ʵˎʰˋ˃ˇˏ ˄ʰ ˇʵʹʴʶʾ ˋʶ ʰˎ˅ʹ˃ʷ˄ʹ ʵˊʰˋˍʽˁˈˍʹˍʰ



MIC distributions for Gram-positive 
clinical isolates collected in Europe,
North America, and South America in 
2002, before the introduction of
daptomycin for clinical use

J.Antimicrob. Chemother. 53:669ς674



ʊʰʽ˄ˇˍˎˉʽˁʺ ˉˎˁ˄ˈˍʹˍʰ ˍ˖˄ profile h ˄ˍˇ˔ʺˌ

²ƘŜǘƘŜǊ ǘƘŜ ΨŀƴŎƛŜƴǘΩ ŘŜǾŜƭƻǇƳŜƴǘ ƻŦ ŘŀǇǘƻƳȅŎƛƴ ǊŜǎƛǎǘŀƴŎŜ ƛƴǘƘŜ ŀōǎŜƴŎŜ ƻŦ ŜȄǇƻǎǳǊŜ ǘƻ ǘƘƛǎ ΨƳƻŘŜǊƴΩ 
agent results from naturalproduction of daptomycin-like molecules by part of thisarchaic microbiome 

remains to be determined

J AntimicrobChemother 2018;73:1ς11, Science 2006;311:374-7



ɾʹ˔ʰ˄ʽˋ˃ˇʾ ʰ˄ˍˇ˔ʺˌ

Áɳˉʾˁˍʹˍʹ ʰ˄ˍˇ˔ʺ
ÅStaph aureus: ́˂ʶˁˍˊˇˋˍʰˍʽˁʺ ʰˉ˗ʻʹˋʹ ˍˇˎ ˋˎ˃ˉ˂ʷʴ˃ʰˍˇˌ ʰˉˈ ˍʹ˄ ˁˎˍˍʰˊʽˁʺ 
ʶˉʽ˒ʱ˄ʶʽʰ ˃ʷˋ˖ ʰˏ˅ʹˋʹˌ ˍˇˎ ʻʶˍʽˁˇˏ ˒ˇˊˍʾˇˎ ˍʹˌ ʲʰˁˍʹˊʽʰˁʺˌ ʶˉʽ˒ʱ˄ʶʽʰˌ
(ˉˊˇˋʻʺˁʹ ˂ˎˋʾ˄ʹˌ)
Åʅˎ˔˄ˈˍʶˊˇ ʴˇ˄ʾʵʽˇΥ mprFςˁ ˖ʵʽˁˇˉˇʽʶʾ ˍˇ ʷ˄ʸˎ˃ˇ MprFˍˇ ˇˉˇʾˇ ʶ˄ˋ˖˃ʰˍ˗˄ʶʽ 
˂ˎˋʾ˄ʹˋˍʹ˄ ˉʶˉˍʽʵˇʴ˂ˎˁʱ˄ʹΦ ɶ ʰ˄ˍˇ˔ʺ ˋ˔ʶˍʾʸʶˍʰʽ ˃ʶ ˃ʶˍʰ˂˂ʱ˅ʶʽˌ ʰˏ˅ʹˋʹˌ 
ʵˊʰˋˍʽˁˈˍʹˍʰˌ όgain of function)
Åɮˉˇ˃ʱˁˊˎ˄ˋʹ ˍʹˌ Daptomycinh ˉˈ ˍˇ ʵʽʱ˒ˊʰʴ˃ʰ ʵʽʰʾˊʶˋʹˌ ˃ʶ ʰˉˇˍʷ˂ʶˋ˃ʰ ˄ʰ 
ˋˎ˄ʵʷʶˍʰʽ ˃ʶ ˍʹ˄ ˁˎˍˍʰˊʽˁʺ ˃ʶ˃ʲˊʱ˄ʹ ʰ˂˂ʱ ˋʶ ˉʶˊʽˇ˔ʺ ˈˉˇˎ ʵʶ˄ ˃ˉˇˊʶʾ ˄ʰ 
ʵˊʱˋʶʽ

Áɳ˄ʵˇʴʶ˄ʺˌ ʰ˄ˍˇ˔ʺ
Åʅˉʱ˄ʽʰ ˋʶ ˉʰʻˇʴˈ˄ˇˎˌ ˃ʽˁˊˇˇˊʴʰ˄ʽˋ˃ˇˏˌ όStaphylococcus,Micrococcus,

Streptococcus & Lactobacillusspp)
Åʇʵˊˇ˂ˎˍʽˁʺʵʽʱˋˉʰˋʹ ʶ˄ˈˌ ʶˋˍʶˊʽˁˇˏʵʶˋ˃ˇˏ ˉˇˎ ˇʵʹʴʶʾ ˋʶ ʵʽʱ˄ˇʽ˅ʹ ˍˇˎ 
ʵʰˁˍˎ˂ʾˇˎ ˍʹˌ ʵʰˉˍˇ˃ˎˁʾ˄ʹˌˁʰʽ ʰˉʶ˄ʶˊʴˇˉˇʾʹˋʺ ˍʹˌ.

Ann. N.Y. Acad. Sci. 2015;1354:32ς53



ɾʹ˔ʰ˄ʽˋ˃ˇʾ ʰ˄ˍˇ˔ʺˌ ʷ˄ʰ˄ˍʽ Daptomycin

Ann. N.Y. Acad. Sci. 2015;1354:32ς53



ɸʶˊʰˉʶˎˍʽˁʺ ˔ˊʺˋʹ

Áɳˉʽˉ˂ʶʴ˃ʷ˄ʶˌ˂ˇʽ˃˗˅ʶʽˌ ʵʷˊ˃ʰˍˇˌ ˁʰʽ ˃ʰ˂ʰˁ˗˄ ˃ˇˊʾ˖˄ ς
cSSTI/ABSSSI  (AI, SPC)
Åɮˉˈ ʶˎʰʾˋʻʹˍʰ Gram(+) ̄ ʰʻˇʴˈ˄ʰ

Áɰʰˁˍʹˊʽʰʽ˃ʾʰʰˉˈ Staph aureus (AI, SPC)˃ʶ˃ˇ˄˖˃ʷ˄ʹ ʺ ˋʶ 
ˋˎ˄ʵˎʰˋ˃ˈ ˃ʶ ʶ˄ʵˇˁʰˊʵʾˍʽʵʰ ʵʶ˅ʽ˗˄ ˁˇʽ˂ˇˍʺˍ˖˄ʺ cSSTI
Åʅˎ˃ˉʶˊʽ˂ʰ˃ʲʱ˄ˇ˄ˍʰʽ ˁʰʽ ˂ˇʽ˃˗˅ʶʽˌ ʰˉˈ MRSA 

Áɳ˄ʵˇˁʰˊʵʾˍʽʵʰ ʰˉˈEnterococcus sppʰ˄ʻʶˁˍʽˁˈ ˋʶ ʲʰ˄ˁˇ˃ˎˁʾ˄ʹ, 
ˉʶ˄ʽˁʽ˂˂ʾ˄ʹˁʰʽ ʰ˃ʽ˄ˇʴ˂ˎˁˇˋʾʵʶˌ
Áɽˇʽ˃˗˅ʶʽˌ ʰˉˈ VRE: ̡ ʰˁˍʹˊʽʰʽ˃ʾʰΣ ʶ˄ʵˇˁˇʽ˂ʽʰˁʷˌ˂ˇʽ˃˗˅ʶʽˌΣ 
˂ˇʽ˃˗˅ʶʽˌ ˇˎˊˇˉˇʽʹˍʽˁˇˏΣ cSSTI
Áɾˉˇˊʶʾ ˄ʰ ˔ˊʹˋʽ˃ˇˉˇʽʹʻʶʾ ˋʰ˄ ʶ˄ʰ˂˂ʰˁˍʽˁʺ ʻʶˊʰˉʶʾʰ ˁʰʽ ˋʶ 
ˇˋˍʶˇ˃ˎʶ˂ʾˍʽʵʰ ς̀ ʹˉˍʽˁʺ ʰˊʻˊʾˍʽʵʰ ʰˉˈ Staph aureus̋  
Enterococcus spp(BII)



ɲˇˋˇ˂ˇʴʾʰΥ

Áɽˇʽ˃˗˅ʶʽˌ ʵʷˊ˃ʰˍˇˌ ˁʰʽ ˃ʰ˂ʰˁ˗˄ ˃ˇˊʾ˖˄Υ п mg/kg/d
Áɳ˄ʵˇˁʰˊʵʾˍʽʵʰ ʵʶ˅ʽ˗˄ ˁˇʽ˂ˇˍʺˍ˖˄ʺ ʲʰˁˍʹˊʽʰʽ˃ʾʰStaph aureus: 6 mg/kg/d
Áɳ˄ʵˇˁʰˊʵʾˍʽʵʰ ʰˊʽˋˍʶˊ˗˄ ˁˇʽ˂ˇˍʺˍ˖˄ ʰˉˈ Staph aureusΥ җу mg/kg
Áʁˋˍʶˇ˃ˎʶ˂ʾˍʽʵʰΥ с-8 mg/kg
ÁEnterococcus spp
ÅMIC<1 mcg/ml (Susceptible): 6 mg/kg
ÅMIC 2-4 mcg/ml (Susceptible dose-dependent): 10-12 mg/Kg
Åɳ˄ʵˇˁʰˊʵʾˍʽʵʰΥ 10-12 mg/Kg

Johns Hopkins ABX Guide 2019

ʇ˕ʹ˂ʷˌ ʵˈˋʶʽˌ Daptomycin

ɽˇʽ˃˗˅ʶʽˌ ʰˉˈ VRE: >6 mg/kg
ʅˇʲʰˊʷˌ ςʁ ˉʽˉ˂ʶʴ˃ʷ˄ʶˌ˂ˇʽ˃˗˅ʶʽˌΥ у-10 mg/kg
ʃʽʻʰ˄˗ˌ ˃ʶʴʰ˂ˏˍʶˊʹ ʰˉˇˍʶ˂ʶˋ˃ʰˍʽˁˈˍʹˍʰ
ɾʽˁˊˈˍʶˊˇ ʵˎ˄ʰ˃ʽˁˈ ʰ˄ʱˉˍˎ˅ʹˌ ʰ˄ˍˇ˔ʺˌ
ɲˈˋʶʽˌ ˃ʷ˔ˊʽ ˁʰʽ мн mg/kgʶʾ˄ʰʽ ʴʶ˄ʽˁʱ ʰˋ˒ʰ˂ʶʾˌ



ʅˎ˄ʶˊʴʽˁʺ ʵˊʱˋʹ Daptomycin

Áɾʶ ́̔ ˒ʰ˃ˉʽˁʾ˄ʹʷ˄ʰ˄ˍʽ VRE
Åɶ daptomycinɻ ʽʰ˄ˇʾʴʶʽ ˉˈˊˇˎˌ ˋˍʹ˄ ˁˎˍˍʰˊʽˁʺ ˃ʶ˃ʲˊʱ˄ʹ ˃ʶ ʰˉˇˍʷ˂ʶˋ˃ʰ 
ʶʾˋˇʵˇ ˎʵˊˇ˒ˈʲ˖˄ʰ˄ˍʽʲʽˇˍʽˁ˗˄ όˉ˔ ˊʽ˒ʰ˃ˉʽˁʾ˄ʹ)
Åʅˎ˄ʶˊʴʽˁʺ ʵˊʱˋʹ In vitro

ÁMʶ h˃ ˉʽˁʽ˂˂ʾ˄ʹʷ˄ʰ˄ˍʽ VRE
Åɶ h˃ ˉʽˁʽ˂˂ʾ˄ʹ˃ʶʽ˗˄ʶʽ ˍˇ ʻʶˍʽˁˈ ˒ˇˊˍʾˇ ˍʹˌ ʶˉʽ˒ʱ˄ʶʽʰˌ ˍ˖˄ ˋˍʶ˂ʶ˔˗˄ VRE
ÅIn vitro ɻ ʶʵˇ˃ʷ˄ʰΥ ʰˎ˅ʹ˃ʷ˄ʹ ˉˊˇˋˁˈ˂˂ʹˋʹ damptomycin̄ ʰˊˇˎˋʾʰ 
ʰ˃ˉʽˁʽ˂˂ʾ˄ʹˌ

Áɾʶɹ ʶ˄ˍʰ˃ʽˁʾ˄ʹʷ˄ʰ˄ˍʽ MRSA
Åɾʹ˔ʰ˄ʽˋ˃ˈˌΚ
ÅIn vitro ɻ ʶʵˇ˃ʷ˄ʰΥ ʶ˄ʾˋ˔ˎˋʹ ˍʹˌ ʲʰˁˍʹˊʽˇˁˍˈ˄ˇˎ ʵˊʱˋʹˌ ˍʹˌ daptomycin ̫ ˄ʰ˄ˍʽ 
ˍˇˎ MRSA



ʅˎʴ˔ˇˊʺʴʹˋʹ-̡˂ʰˁˍʰ˃ʽˁ˗˄˃ʶ Daptomycin ̀ ʶ 
˂ˇʽ˃˗˅ʶʽˌ ʰˉˈ MRSA

Áʁʽ ˉʶˊʽˋˋˈˍʶˊʶˌ in vitro˃ʶ˂ʷˍʶˌ ʵʶʾ˔˄ˇˎ˄ ˋˎ˄ʶˊʴʽˁʺ 
ʵˊʱˋʹ ˍˇˎ ˋˎ˄ʵˎʰˋ˃ˇˏ Daptomycinˁ ʰʽ ʲ-˂ʰˁˍʰ˃ʽˁ˗˄
ʰ˄ˍʽʲʽˇˍʽˁ˗˄Σ ʶʽʵʽˁʱ ˈˍʰ˄ ˎˉʱˊ˔ʶʽ ʲʰʻ˃ˈˌ ʰ˄ˍˇ˔ʺˌ ˋˍʹ 
Daptomycin.
Áʊʰʽ˄ˈ˃ʶ˄ˇ άsee-ǎŀǿέΥ ʹ ˋˎ˄ʷˊʴʶʽʰ ʶʾ˄ʰʽ ʽˋ˔ˎˊˈˍʶˊʹ 
ˈˍʰ˄ ˎˉʱˊ˔ʶʽ ʲʰʻ˃ˈˌ ʰ˄ˍˇ˔ʺˌ ˋˍʹ Daptomycin
Áɼ˂ʽ˄ʽˁʱ ʵʶʵˇ˃ʷ˄ʰΥ ʅʶʽˊʷˌ ʰˋʻʶ˄˗˄
ÅDhandet al, 2011: 7 h ˋʻʶ˄ʶʾˌ ˃ʶ ˃ʽˁˊˇʲʽˇ˂ˇʴʽˁʺ ʰˉˇˍˎ˔ʾʰ ʺ 
ˎˉˇˍˊˇˉʺ ʲʰˁˍʹˊʽʰʽ˃ʾʰˌ MRSA ̡ ʰˁˍʹˊʽʰʽ˃ʾʰˌ ʷ˂ʰʲʰ˄ 
daptomycin ˁ ʰʽnafcillin ̋ oxacillinΦ ʂ˂ˇʽ ʰˊ˄ʹˍʽˁˇˉˇʾʹˋʰ˄ˍʽˌ 
ɮɾɼ ˋʶ нп-пу ˗ˊʶˌ

ClinInfect Dis 2011;53:158ς163



Proposed mechanism for daptomycin
and beta lactam synergy

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

Á Exposure to beta-lactams increases the negative charge of the cell surface 
leading to an increase in daptomycinbinding and improved bactericidal activity

Drug Resist Updat. 2013;16:73-9.



CAMERA2 
Combination 

antibiotic 
therapy

for MRSA 
infection

Trials 2016;17:170



JAMA. 2020;323(6):527-537. doi:10.1001/jama.2020.0103



Daptomycin ˁ ʰʽ ʶˉʽ˒ʰ˄ʶʽˇʵˊʰˋˍʽˁˈˌ
ˉʰˊʱʴˇ˄ˍʰˌ

ÁH ɻ ˊʱˋʹ ˍʹˌ daptomycinh ˄ʰˋˍʷ˂˂ʶˍʰʽ ʰˉˈ ˍˇ˄ ˉ˄ʶˎ˃ˇ˄ʽˁˈ 
ʶˉʽ˒ʰ˄ʶʽˇʵˊʰˋˍʽˁˈˉʰˊʱʴˇ˄ˍʰ(surfactant)
Åʃʽʻʰ˄ʱ ʹ daptomycinɻ ʶˋ˃ʶˏʶˍʰʽ ʰˉˈ ˍˇ ˂ʽˉʽʵʽʰˁˈˍ˃ʺ˃ʰ ˍˇˎ 
ʶˉʽ˒ʰ˄ʶʽˇʵˊʰˋˍʽˁˇˏˉʰˊʱʴˇ˄ˍʰ ˁʰʽ ʷˍˋʽ ˉʰˊʰ˃ʷ˄ʶʽ ʰ˄ʶ˄ʶˊʴʺ

ÁIn vitro ɻ ʶʵˇ˃ʷ˄ʰ
Åʃʰˊˇˎˋʾʰ 1% surfactant h ˏ˅ʹˋʹ MIC Staph aureus & Strep pneumoniae 

X 16-32
Åʃʰˊˇˎˋʾʰ мл҈ surfactant: h ˏ˅ʹˋʹ MIC Staph aureus & Strep 

pneumoniae X 100

ÁH daptomycinɲɳɿ ˉˊʷˉʶʽ ˄ʰ ˔ˊʹˋʽ˃ˇˉˇʽʶʾˍʰʽ ʴʽʰ ˍʹ ʻʶˊʰˉʶʾʰ 
ˉ˄ʶˎ˃ˇ˄ʾʰˌ
Åɲʶ˄ ʶʾ˄ʰʽ ˋʰ˒ʷˌ ʰ˄ ˃ˉˇˊʶʾ ˄ʰ ˔ˊʹˋʽ˃ˇˉˇʽʹʻʶʾ ˋˍʹ˄ ˉʶˊʾˉˍ˖ˋʹ ˍʹˌ 
ʶ˄ʵˇˁʰˊʵʾˍʽʵʰˌ ʵʶ˅ʽ˗˄ ˁˇʽ˂ˇˍʺˍ˖˄ ˃ʶ ˋʹˉˍʽˁʱ ʷ˃ʲˇ˂ʰ ˋˍˇ˄ ˉ˄ʶˏ˃ˇ˄ʰΦ



Áɵ˖ʽˁʱ ˃ˇ˄ˍʷ˂ʰΥ ʹ daptomycin̋ ˍʰ˄ ʵˊʰˋˍʽˁʺ ˋʶ ʰʽ˃ʰˍˇʴʶ˄ʶʾˌ
ˉ˄ʶˎ˃ˇ˄ʽˁʷˌ ˂ˇʽ˃˗˅ʶʽˌ
Áɼ˂ʽ˄ʽˁʱ ʵʶʵˇ˃ʷ˄ʰΥ 
Åʇˉˇˇ˃ʱʵʰ ʰˋʻʶ˄˗˄ ˃ʶ ˋʹˉˍʽˁʱ ʷ˃ʲˇ˂ʰ ˋˍʹ ˃ʶ˂ʷˍʹ ʲʰˁˍʹˊʽʰʽ˃ʾʰˌ ς
ʶ˄ʵˇˁʰˊʵʾˍʽʵʰˌ όнллсύΥ мл ʰˋʻʶ˄ʶʾˌ ˎˉˈ Daptomycin vs 9 hˋʻʶ˄ʶʾˌ 
ˋˍʹ˄ ˇ˃ʱʵʰ ʶ˂ʷʴ˔ˇˎ
ÅCase reports ̋ ˃ʽˁˊʷˌ ˋʶʽˊʷˌ ʰˋʻʶ˄˗˄
Åʃˊˇʹʴˇˏ˃ʶ˄ʹ ʻʶˊʰˉʶʾʰ
Åʅˎ˄ʵˎʰˋ˃ˇʾ ˉ˔ ˃ʶ ˊʽ˒ʰ˃ˉʽˁʾ˄ʹ

Diagn MicrobiolInfect Dis 2019;93:131ς135



Circulation. 2015;132 DOI: 10.1161/CIR.0000000000000296



ɮ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌ

Áʆˇ˅ʽˁˈˍʹˍʰ ˋˍˇˎˌ ˃ˎˌΥ ˋˎ˄ʽˋˍʱˍʰʽ ʶʲʵˇ˃ʰʵʽʰʾʰ ˃ʷˍˊʹˋʹ CPK. 
Åɲʽʰˁˇˉʺ ˍˇˎ ˒ʰˊ˃ʱˁˇˎ ʰ˄ CPK>10x ̋ ʰ˄ ˎˉʱˊ˔ʶʽ ˋˎ˃ˉ˖˃ʰˍʽˁʺ 
˃ˎˇˉʱʻʶʽʰ ˁʰʽ CPK>1000 IU/dl
Åʅˎ˄ʽˋˍʱˍʰʽ ʹ ʵʽʰˁˇˉʺ ˍ˖˄ ˋˍʰˍʽ˄˗˄ˋˍʹ ʵʽʱˊˁʶʽʰ ˍʹˌ ˔ˇˊʺʴʹˋʹˌ 

Daptomycin

Áɯ˂˂ʶˌ ʰ˄ʶˉʽʻˏ˃ʹˍʶˌ ʶ˄ʷˊʴʶʽʶˌΥ ˒˂ʶʲʾˍʽʵʰ(6%)Σ ʶ˅ʱ˄ʻʹ˃ʰ
(4%)Σ ˉˎˊʶˍˈˌ(2%)Σ ˄ʰˎˍʾʰκ ʷ˃ʶˍˇˌ όс҈ύΣ ʵʽʱˊˊˇʽʰ όр҈ύΣ 
ʰˏ˅ʹˋʹ BUNόˋˉʱ˄ʽʰύ
Áɮ˄ʰ˒ˇˊʷˌ ʹ˖ˋʽ˄ˇ˒ʽ˂ʽˁʺˌˉ˄ʶˎ˃ˇ˄ʾʰˌ
Áʆʶ˔˄ʹˍʺ ˉʰˊʱˍʰˋʹ ˍˇˎ ˔ˊˈ˄ˇˎ ˉˊˇʻˊˇ˃ʲʾ˄ʹˌ ˂ˈʴ˖ 
ʰ˂˂ʹ˂ʶˉʾʵˊʰˋʹˌ ˃ʶ ˍʰ ʰ˄ˍʽʵˊʰˋˍʺˊʽʰ

Sanford Guide to Antimicrobial Therapy Digital Ed 2019



OXAZOLIDINONES



Linezolid

Áʅˎ˄ʻʶˍʽˁˈ ʰ˄ˍʽʲʽˇˍʽˁˈΥ 
ˇ˅ʰʸˇ˂ʽʵʽ˄ˈ˄ʹ

Áʃˊ˗ˍʹ ʷʴˁˊʽˋʹ όFDA): 2000

Áɮ˄ʰˋˍʷ˂˂ʶʽ ˍʰ ˉˊ˗ʽ˃ʰ 
ˋˍʱʵʽʰ ˍʹˌ ʲʰˁˍʹˊʽʰˁʺˌ 
ˉˊ˖ˍʶʿ˄ˇˋˏ˄ʻʶˋʹˌ

Áɰʰˁˍʹˊʽˇˋˍʰˍʽˁˈ˒ʱˊ˃ʰˁˇ



ɾʹ˔ʰ˄ʽˋ˃ˈˌ ʵˊʱˋʹˌ

Áʅˎ˄ʵʷʶˍʰʽ ˃ʶ ˍˇ ноS rRNA̱ ʹˌ ˎˉˇ˃ˇ˄ʱʵʰˌ
50Sˍ˖˄ ˊʽʲˇˋ˖˃ʱˍ˖˄ˁʰʽ ʶ˃ˉˇʵʾʸʶʽ ˍʹ 
ˋˏ˄ʵʶˋʺ ˍʹˌ ˃ʶ ˍʹ˄ 30S Ąʶ˃ˉˇʵʾʸʶˍʰʽ ˇ 
ˋ˔ʹ˃ʰˍʽˋ˃ˈˌ ˍˇˎ ˋˎ˃ˉ˂ʷʴ˃ʰˍˇˌ тлS Ą
ʰ˄ʰˋˍˇ˂ʺ ˉˊ˖ˍʶʿ˄ˇˋˏ˄ʻʶˋʹˌ

Áɶ ˃ˇ˄ʰʵʽˁʺ ʻʷˋʹ ˋˏ˄ʵʶˋʺˌ ˍˇˎ ʷ˔ʶʽ ˋʰ˄ 
ʰˉˇˍʷ˂ʶˋ˃ʰ ˍʹ˄ ʰˉˇˎˋʾʰ 
ʵʽʰˋˍʰˎˊˇˎ˃ʷ˄ʹˌ ʰ˄ˍˇ˔ʺˌ ˃ʶ ʱ˂˂ʶˌ 
ˇ˃ʱʵʶˌ ʰ˄ˍʽʲʽˇˍʽˁ˗˄ 

Áʃʽʻʰ˄ʺ ʶˉʽˁʱ˂ˎ˕ʹ ˍʹˌ ʻʷˋʹˌ ˋˏ˄ʵʶˋʹˌ ˃ʶ 
ˍʹ ˔˂˖ˊʰ˃˒ʰʽ˄ʽˁˈ˂ʹˁʰʽ ˍʹ ˂ʽ˄ˁˇ˃ˎˁʾ˄ʹ.

Áɽˈʴ˖ ˍˇˎ ˃ʹ˔ʰ˄ʽˋ˃ˇˏ ʵˊʱˋʹ ˍʹˌΣ 
ʰ˄ʰˋˍʷ˂˂ʶʽ ˍʹ ˋˏ˄ʻʶˋʹ ˍ˖˄ ˉʰˊʰʴˈ˄ˍ˖˄ 
˂ˇʽ˃ˇʴˇ˄ʽˁˈˍʹˍʰˌ ˍ˖˄ Staphylococcusspp
Streptococcusspp(hemolysins, coagulase, 
proteinA).



ɮ˄ˍʽ˃ʽˁˊˇʲʽʰˁˈ˒ʱˋ˃ʰ

Áɲˊʰˋˍʽˁʺ ʷ˄ʰ˄ˍʽ ˍ˖˄ ˉʶˊʽˋˋˈˍʶˊ˖˄ ˁ˂ʽ˄ʽˁʱ ˋʹ˃ʰ˄ˍʽˁ˗˄ Gram(+)
ˁˈˁˁ˖˄Φ
ÁGram (+) h ʶˊˈʲʽˇʽ ˁˈˁˁˇʽ
ÅStaphylococcus spp(+ MRSA), 
ÅEnterococcus spp(+VRE) 
ÅStreptococcus spphigh-level Penicillin-resistant S. pneumoniae (PRSP)

ÁGram(+) h ʶˊˈʲʽʰ ʲʰˁˍʹˊʾʵʽʰ όCorynebacterumspp, Nocardia spp, L 
monocytogenes)
ÁMycobacterium tuberculosis: ̝ ˊʹˋʽ˃ˇˉˇʽʶʾˍʰʽ ʶˉʾ ʰ˄ʻʶˁˍʽˁˇˏ ɾʆɰ
Áɲʶ˄ ʵˊˇˎ˄ ʷ˄ʰ˄ˍʽ Gram(-)ʲʰˁˍʹˊʾ˖˄Υ ʰˉˇ˃ʱˁˊˎ˄ˋʹ ˍʹˌ ˂ʽ˄ʶʸˇ˂ʾʵʹˌ
˃ʷˋ˖ ʰ˄ˍ˂ʽ˗˄ ʶˁˊˇʺˌ



ɮ˄ˍˇ˔ʺ

Áʅˎ˄ʻʶˍʽˁˈ ˉˊˇʿˈ˄Υ ʵʶ˄ ˎˉʱˊ˔ʶʽ ˒ˎˋʽˁʺ ʵʶ˅ʰ˃ʶ˄ʺ ʰ˄ˍˇ˔ʺˌ
Áɾʹ˔ʰ˄ʽˋ˃ˈˌ ʰ˄ˍˇ˔ʺˌΥ ˋʹ˃ʶʽʰˁʷˌ ˃ʶˍʰ˂˂ʱ˅ʶʽˌ ˋˍʹ ʻʷˋʹ ˋˏ˄ʵʶˋʹˌ ˍˇˎ ˒ʰˊ˃ʱˁˇˎ
ÅDe novo˃ʶˍʰ˂˂ʱ˅ʶʽˌ ˉʰˊʱ ʴʶ˄ʶˍʽˁʺ ʰ˄ˍʰ˂˂ʰʴʺ
Åʊʰʾ˄ʶˍʰʽ ˈˍʽ ˇʽ ˉʶˊʽˋˋˈˍʶˊʶˌ ˃ʶˍʰ˂˂ʱ˅ʶʽˌ ʵʶ˄ ʶʾ˄ʰʽ ˃ʶˍʰʲʽʲʱˋʽ˃ʶˌ ˁʰʽ ˋˎ˄ʵʷˇ˄ˍʰʽ ˃ʶ 
ˉˊˇʹʴˇˏ˃ʶ˄ʹ ʷˁʻʶˋʹ ˋˍˇ ˒ʱˊ˃ʰˁˇΦ

Áʋʰ˃ʹ˂ʺ ˋˎ˔˄ˈˍʹˍʰ ʶ˃˒ʱ˄ʽˋʹˌ ʰ˄ˍˇ˔ʺˌ
Åʆʰ ˉʶˊʽˋˋˈˍʶˊʰ ʲʰˁˍʺˊʽʰ ˒ʷˊˇˎ˄ ˉˇ˂˂ʰˉ˂ʱ ʰ˄ˍʾʴˊʰ˒ʰ ˍˇˎ ʴˇ˄ʽʵʾˇˎ ˍˇˎ но{ rRNA
ÅZyvoxϯ !ƴƴǳŀƭ !ǇǇǊŀƛǎŀƭ ƻŦ tƻǘŜƴŎȅ ŀƴŘ {ǇŜŎǘǊǳƳ όZAAPS) Programme

Áʅˍʽˌ ˉʶˊʽˋˋˈˍʶˊʶˌ ˉʶˊʽˉˍ˗ˋʶʽˌ ʹ ʰ˄ˍˇ˔ʺ ʶ˃˒ʰ˄ʾʸʶˍʰʽ ˃ʶˍʱ ˉʰˊʰˍʶˍʰ˃ʷ˄ʹ 
˔ˇˊʺʴʹˋʹ ˍˇˎ ˒ʰˊ˃ʱˁˇˎΦ
Åɴ˔ʶʽ ʰ˄ʰ˒ʶˊʻʶʾ ˁʰʽ ˍʰ˔ʶʾʰ ʶ˃˒ʱ˄ʽˋʹ ʰ˄ˍˇ˔ʺˌ

Áɳ˄ʰ˂˂ʰˁˍʽˁˈˌ ˃ʹ˔ʰ˄ʽˋ˃ˈˌ ʰ˄ˍˇ˔ʺˌ ό˔˖ˊʾˌ ˃ʶˍʰ˂˂ʱ˅ʶʽˌύΥ ɱˇ˄ʾʵʽˇ cfr
(chloramphenicol/florfenicolresistance)
Åʃʰˊʱʴʶʽ ˃ʽʰ ˃ʶʻˎ˂ˍˊʰ˄ˋ˒ʶˊʱˋʹʹ ˇˉˇʾʰ ˍˊˇˉˇˉˇʽʶʾ ˍˇ но{ rRNA˃ ʶ ʰˉˇˍʷ˂ʶˋ˃ʰ 
ʰʵˎ˄ʰ˃ʾʰ ʵˊʱˋʹˌ ˍ˖˄ ʰ˄ˍʽʲʽˇˍʽˁ˗˄

Åʃ˂ʰˋ˃ʽʵʽʰˁˈʴˇ˄ʾʵʽˇ -ʵˎ˄ʰˍˈˍʹˍʰ ˃ʶˍʰʲʾʲʰˋʹˌ



Prevalence of linezolid resistance according to different studies performed worldwide
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ʊʰˊ˃ʰˁˇˁʽ˄ʹˍʽˁʺ

Áɰʽˇʵʽʰʻʶˋʽ˃ˈˍʹˍʰ млл҈ -ʾʵʽʰ ʵˈˋʹ ˍˈˋˇ ʰˉˈ ˍˇˎ ˋˍˈ˃ʰˍˇˌ ˈˋˇ ˁʰʽ iv
Áʋˊˈ˄ˇˌ ʹ˃ʽʸ˖ʺˌ р ˗ˊʶˌΦ
Áʃˊ˖ˍʶʿ˄ˇˋˏ˄ʵʶˋʹ31%
Áɼʰˍʰ˄ʷ˃ʶˍʰʽ ʶˎˊʷ˖ˌ ˋˍˇˎˌ ʽˋˍˇˏˌ
Åɳˉʾˉʶʵʰ ˋʶ ˉ˄ʶˏ˃ˇ˄ʰ ό9[CύΥ млл-прл҈ ˍˇˎ ˇˊˇˏ
Åɳˉʾˉʶʵʰ ɳɿʇΥ сл-тл҈ ˍˇˎ ˇˊˇˏ
Åɳˉʾˉʶʵʰ ˋˍʰ ˇˋˍʱΥ ʻʶ˖ˊˇˏ˄ˍʰʽ ʻʶˊʰˉʶˎˍʽˁʱ

Áɾʶˍʰʲˇ˂ʾʸʶˍʰʽˋˍˇ ʺˉʰˊ ˃ʶ ˇ˅ʶʽʵ˖ˍʽˁˈ ˃ʶˍʰʲˇ˂ʽˋ˃ˈ ˉˊˇˌ ʵˏˇ ʰ˄ʶ˄ʶˊʴˇˏˌ 
˃ʶˍʰʲˇ˂ʾˍʶˌ
Åол҈ ʰˉʶˁˁˊʾ˄ʶˍʰʽ ˃ʶ ˍˇˎˌ ˄ʶ˒ˊˇˏˌ

Áɲʶ˄ ˔ˊʶʽʱʸʶˍʰʽ ˉˊˇˋʰˊ˃ˇʴʺ ˍʹˌ ʵˈˋʹˌ ʴʽʰ ˇˉˇʽˇʵʺˉˇˍʶ ʲʰʻ˃ˈ ˄ʶ˒ˊʽˁʺˌ 
ʵˎˋ˂ʶʽˍˇˎˊʴʾʰˌ
Åʃʽʻʰ˄ʱ ˃ʶʴʰ˂ˏˍʶˊʹ ʰʽ˃ʰˍˇ˂ˇʴʽˁʺ ˍˇ˅ʽˁˈˍʹˍʰ ˋʶ ʰˋʻʶ˄ʶʾˌ ˃ʶ ˄ʶ˒ˊʽˁʺ ʵˎˋ˂ʶʽˍˇˎˊʴʾʰ

Áʃʰˊʱ˃ʶˍˊˇʽ ʰˉˇˍʶ˂ʶˋ˃ʰˍʽˁˈˍʹˍʰˌΥ %T>MIC >85%, AUC/MIC>80
Áʅʶ̡ʰ́ʷ˖ˌɦ̀̄ ˔ˇ˄ˍʶˌʰ̀ ʻʶ˄ʶʾˌˇʽ̄ʰ́ʱ˃ʶˍˊˇʽPK/PD ̱ ˊˇ̄̌ ˉˇʽˇˏ˄ˍʰʽ ˃ʶ 
ʰˉˇˍʷ˂ʶˋ˃ʰ ˋˎʴˁʶ˄ˍˊ˗ˋʶʽˌ ғaL/ ˁʰʽ ˔ʰ˃ʹ˂ʺ !¦/κaL/Φ
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ɸʶˊʰˉʶˎˍʽˁʺ ˔ˊʺˋʹ
ɳɱɼɳɼʄɹɾɳɿɳʅ ɳɿɲɳɹʀɳɹʅ
Áɳˉʽˉ˂ʶʴ˃ʷ˄ʶˌ ˂ˇʽ˃˗˅ʶʽˌ ʵʷˊ˃ʰˍˇˌ ˁʰʽ 
˃ʰ˂ʰˁ˗˄ ˃ˇˊʾ˖˄
Åɲʽʰʲʹˍʽˁˈ ˉˈʵʽ ˔˖ˊʾˌ ˇˋˍʶˇ˃ˎʶ˂ʾˍʽʵʰ 

(FDA)

Áɿˇˋˇˁˇ˃ʶʽʰˁʺ ˉ˄ʶˎ˃ˇ˄ʾʰ aw{!Σ 
MSSA, S. pneumoniae (FDA)

Áʃ˄ʶˎ˃ˇ˄ʾʰ ˁˇʽ˄ˈˍʹˍʰˌ ʰ˄ ˎˉʱˊ˔ʶʽ 
ˎˉˇ˕ʾʰ ʺ ˍʶˁ˃ʹˊʾ˖ˋʹ DǊŀƳόҌύ 
ˉʰʻˇʴˈ˄ˇˎ όɳɾɮύ
Åʃ˄ʶˎ˃ˇ˄ʾʰ ˁˇʽ˄ˈˍʹˍʰˌ ʰˉˈ a{{! ʺ {Φ 

pneumoniae (FDA -ʶ˄ʰ˂˂ʰˁˍʽˁʺ 
ʻʶˊʰˉʶʾʰύ

Áɽˇʽ˃˗˅ʶʽˌ ʰˉˈ ±w9 ˃ʶ ʺ ˔˖ˊʾˌ 
ʲʰˁˍʹˊʽʰʽ˃ʾʰ όC5!ύ

ɾI ɳɱɼɳɼʄɹɾɳɿɳʅ ɳɿɲɳɹʀɳɹʅ

Áʁˋˍʶˇ˃ˎʶ˂ʾˍʽʵʰ ˇ˅ʶʾʰ ʺ ˔ˊˈ˄ʽʰ 

Åɳ˄ʰ˂˂ʰˁˍʽˁʺ ʻʶˊʰˉʶʾʰ

Áʅʹˉˍʽˁʺ ʰˊʻˊʾˍʽʵʰ

Åʃʶˊʽˇˊʽˋ˃ʷ˄ʰ ʵʶʵˇ˃ʷ˄ʰ ʴʽʰ 
ˉˊˇˋʻʶˍʽˁʷˌ ʰˊʻˊ˗ˋʶʽˌ

Áɽˇʽ˃˗˅ʶʽˌ ɼɿʅʰˉˈ MRSA̋ VRE: 
ɸʶˊʰˉʶˎˍʽˁʱ ʶˉʾˉʶʵʰ ˋʶ ɼɿʅ

Áʃˇ˂ˎʰ˄ʻʶˁˍʽˁʺ ˒ˎ˃ʰˍʾ˖ˋʹ

Áɾʹ ˒ˎ˃ʰˍʽ˗ʵʹ ˃ˎˁˇʲʰˁˍʹˊʾʵʽʰ

ɲʁʅʁɽʁɱɹɮΥ слл ƳƎ ǇƻκL± ǉмнƘ
ɲʶ˄ ˔ˊʶʽʱʸʶˍʰʽ ˉˊˇˋʰˊ˃ˇʴʺ ʵˈˋʹˌ ˋʶ ˄ʶ˒ˊʽˁʺ ʺ ʹˉʰˍʽˁʺ ʵˎˋ˂ʶʽˍˇˎˊʴʾʰ
ɲʶ˄ ˔ˊʶʽʱʸʶˍʰʽ ˉˊˇˋʰˊ˃ˇʴʺ ʵˈˋʹˌ ˋʶ ʰʽ˃ˇˁʱʻʰˊˋʹΣ /!t5 /ww¢
ʃʰ˔ˎˋʰˊˁʾʰΥ ˇˊʽˋ˃ʷ˄ˇʽ ˋˎ˄ʽˋˍˇˏ˄ слл ƳƎ ǉуƘ ʴʽʰ ˋˇʲʰˊʷˌ ˂ˇʽ˃˗˅ʶʽˌ



HAP/VAP: Linezolid vs Vancomycin

Áɾʶˍʰ-ʰ˄ʱ˂ˎˋʹ ф RCTόплнс ʰˋʻʶ˄ʶʾˌύΥLinezolid vs vancomyciǹʶhˋʻʶ˄ʶʾˌ 
˃ʶ HAP
Åɲʶ˄ ʲˊʷʻʹˁʶ ʵʽʰ˒ˇˊʱ ˋˍʹ ʻ˄ʹˍˈˍʹˍʰΣ ˁ˂ʽ˄ʽˁʺ ʰ˄ˍʰˉˈˁˊʽˋʹΣ ˃ʽˁˊˇʲʽˇ˂ˇʴʽˁʺ 
ʶˁˊʾʸ˖ˋʹ
Åʋʰ˃ʹ˂ʷˌ ʵˈˋʶʽˌ ʲʰ˄ˁˇ˃ˎˁʾ˄ʹˌ ˋʶ ˉˇ˂˂ʷˌ ˃ʶ˂ʷˍʶˌ 
Åɶ Linezolid ʁ ˃˒ʱ˄ʽʸʶ ˉʶˊʽˋˋˈˍʶˊʶˌ ʴʰˋˍˊʶ˄ˍʶˊʽˁʷˌ ˉʰˊʶ˄ʷˊʴʶʽʶˌ ʰ˂˂ʱ ʵʶ˄ 
ˎˉʺˊ˔ʰ˄ ʵʽʰ˒ˇˊʷˌ ˋˍʹ ˄ʶ˒ˊˇˍˇ˅ʽˁˈˍʹˍʰ, ̒ ˊˇ˃ʲˇˉʶ˄ʾʰʺ ʵʽʰˁˇˉʺ ˍˇˎ 
˒ʰˊ˃ʱˁˇˎ ˂ˈʴ˖ ʰ˄ʶˉʽʻˎ˃ʺˍ˖˄ʶ˄ʶˊʴʶʽ˗˄Φ

Áʃˊˇˇˉˍʽˁʺ ʵʽˉ˂ʺ-ˍˎ˒˂ʺ RCT ̀ ʶ MRSA HAP/VAP
Åɼ˂ʽ˄ʽˁʺ ʰˉˇˍʶ˂ʶˋ˃ʰˍʽˁˈˍʹˍʰ όEnd of Study - per-protocol analysis): ʇˉʶˊˇ˔ʺ 

linezolid ς47% vs 58%, p<0.05.
Åɲʶ˄ ˎˉʺˊ˔ʶ ʵʽʰ˒ˇˊʱ ˋˍʹ ˋˎ˄ˇ˂ʽˁʺ ʻ˄ʹˍˈˍʹˍʰ ˋˍʽˌ сл ʹ˃ʷˊʶˌ
Åʁ˃ʱʵʰ vancomycinΥ ˋˎ˔˄ˈˍʶˊˇˌ ˃ʹ˔ʰ˄ʽˁˈˌ ʰʶˊʽˋ˃ˈˌΣ ˄ʶ˒ˊʽˁʺ ʵˎˋ˂ʶʽˍˇˎˊʴʾʰΣ 
ʲʰˁˍʹˊʽʰʽ˃ʾʰΦ
Åʅˏ˄ˇ˂ˇ ɮɳΥ ʵʶ˄ ˎˉʺˊ˔ʶ ʵʽʰ˒ˇˊʱΣ ˋˎ˔˄ˈˍʶˊʹ ˄ʶ˒ˊˇˍˇ˅ʽˁˈˍʹˍʰ˃ʶ ˍʹ 

vancomycin (18% vs 8%).

Clin Infect Dis. 2012;54(5):621, BMJ Open. 2013;3(10):e003912 



Linezolid for the Treatment of Infections: A Review of the 
Clinical and Cost- Effectiveness 

Á The evidence suggests that for MRSA bacteremia, the clinical outcomes of linezolid 
in comparison to daptomycin or vancomycin are comparable. 

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

ÁConflicting results were reported in the publications on MRSA pneumonia; while 
some favoured treatment with linezolid others reported no statistically significant 
differences between linezolid- and vancomycin-treated groups. 

Á The evidence suggests that for VRE bacteremia, there is no difference in clinical 
outcomes between patients treated with linezolid and high-dose daptomycin 

ÁNo relevant evidence was identified regarding the clinical effectiveness of oral or 
intravenous linezolid for the treatment of bone and joint infections due to MRSA. 

ÁNo evidence was identified assessing the clinical effectiveness of oral or intravenous 
linezolid for the treatment of bone and joint infections, skin and soft tissue 
infections, infective endocarditis, and intra-abdominal infections due to VRE 
infections. 

Canadian Agency for Drugs and Technologies in Health 2017 
https://www.cadth.ca/
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Daptomycin use was not associated with better 
microbiological cure (daptomycin vs. linezolid, OR: 

0.67, 95% CI: 0.42ς1.06, p = 0.09).However, 
mortality was higher in patients receiving 

daptomycin (OR: 1.43, 95% CI: 1.09ς1.86, p = 0.009). 

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


