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Clinical Infectious Diseases 2015; 61(3): 361–7

N = 5633
definitive therapy

β- lactam is the backbone for MSSA. Which is best ?



10451 pts data

Cefazolin may be the backbone for MSSA
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Clinical Microbiology and Infection 2017; 23: 406.e1-e8

MRSA 11.2%



Clinical Microbiology & Infection 2017; 23: 406.e1-e8

impact of Combi-Rx on mortality after
adjusting/controlling for survivor bias by including CoRx

as a time-dependent covariable



Clinical Microbiology & Infection 2017; 23: 406.e1-e8

subgroup of patients with 
implanted foreign bodies or devices

Should Rifampin be added to foreing body-related 
MSSA BSI upfront ?



758 pts
370 rifampicin - 388 placebo
6% MRSA
33 (4%) endocarditis

More trial drug-modifying adverse events (p=0·004)

More drug interactions (p=0·0005)

Treatment failure, disease recurrence, 
and death 

from randomisation to 12 weeks

NO DIFFERENCE
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Daptomycin may be the backbone for MRSA
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VAN 7 studies 
DAP 5 studies 
VAN/DAP 3 studies 

2,594 patients were included

1,189 [STAN] 1,405 [COMBO] 

b-lactam ceftaroline in 4 studies 
cefazolin in 3 studies 
flucloxacillin in 2 studies 
cloxacillin in 1 study 
cefepime in 1 study 
mixed in 6 studies

3 RCTs
12 retrospective cohort studies
10 multicenter studies
4 single center



Forest plot of the risk ratio (RR) for crude mortality in patients with MRSA bacteremia





Forest plot of the risk ratio (RR) for clinical failure in patients with MRSA bacteremia



Forest plot of the risk ratio (RR) for bacteremia recurrence 
in patients with MRSA bacteremia

Forest plot of the standardized mean difference (SMD) 
for the duration of bacteremia 

in patients with MRSA bacteremia

Adding a beta-lactam to VAN / DAP 
does not improve survival but 

accelerates microbiological response



Antimicrob Agents Chemother. 2019; 63 (5): e02483-e18
see also AAC 2019; 63 (11): e00900-19

Vancomycin trough (initial, mg/liter) 16.2 (10.7, 19.8)

Daptomycin dose (median, mg/kg) 8.3

NEEDS CONFIRMATION 

IN LARGER AND RIGOROUS R.C.T.





Open Forum Infect Dis. 2019; 7(1): ofz538



JAMA. 2020; 323(6): 527-537

99% VANCO7 DAYS OF COMBO

Should we limit combination rx to the early phase ?





JAMA. 2020; 323(6): 527-537

99% VANCO



Treat early, treat hard MRSA
Role of new bactericidal antibiotic combinations

Combine early, to hit harder

Switch to monotherapy

Reduce ADR Reduce costsReduce MDR-selection

HOW LONG?

AFTER 3-5 DAYS?
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GENTA 2 WEEKS

GENTA 4 WEEKS
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DA
Y1

4

Once again: no survival advantage with combination



Summary

• An overwhelming wealth of low quality data consistently suggests that 

combination therapy is not more effective than monotherapy in IE

• Prolonged combination therapy is associated with more toxicity

• Early, upfront, high dose combination of 2 bactericidal agents (including a 

beta-lactam and daptomycin) consistently clears BC in MRSA, MSSA BSI/IE

• The limited available evidence suggests cBSI/IE might benefit from an initial, 

short-phase of aggressive combination therapy, followed by a step down to an 

in vitro active monotherapy
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Suspected Infective Endocarditis: 
obtain blood cultures and start treatment

MET-RES  STAPH

DAPTOMYCIN  >8 mg/kg
AMOXI-CLAV 2.2 gr q4h

CULTURE RESULTS

NEGATIVE                             
PAT. IMPROVING

CONTINUE 
DAPTOMYCIN  >8 mg/kg
AMOXI-CLAV 2.2 gr q4h

↑ DAPTO 10 mg/kg
+

FOSFOMYCIN 24 gr/d 3-5 days

MET-SUSC  STAPH
ENTERO
STREPTO

SWITCH TO:
CEFAZOLIN / ASP

AMPICILLIN + CEFTRIAX
AMPICILLIN ± GENTA 2wks

PVE

NVE
↑ DAPTO 10 mg/kg

+ 
CEFTAROLINE 3-5 days

EDM 2022, based on personal interpretation of the available evidence

DAPTO 10 mg/kg
+ 

RIFAMPIN 0.9-1.2 gr/d
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