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a b s t r a c t 

Background: Dalbavancin is a lipoglycopeptide with a long elimination half-life and is currently licensed 

for the treatment of acute bacterial skin and skin structure infections in adults. Dalbavancin’s potential 

in treating off-label complex Gram-positive infections is promising and real-world experience in treating 

such infections is growing. However, clear guidance on extended dosing regimens is lacking. 

Objectives: This study aimed to provide clear expert opinion based on recent pharmacokinetic literature 

and expert and real-world experience in infection areas that require > 2 weeks of treatment. 

Methods: A single face-to-face meeting was held in September 2022 to collate expert opinion and present 

safety data of dalbavancin use in these clinical indications. A survey was completed by all authors on their 

individual experience with dalbavancin, which highlighted the heterogeneity in the regimens that were 

used. 

Results: After review of the survey data and recent literature, this study presents expert panel proposals 

that accommodate different healthcare settings and resource availability, and centre around the length 

of treatment duration including up to or exceeding 6 weeks. To achieve adequate dalbavancin concentra- 

tions for up to 6 weeks, 30 0 0 mg of dalbavancin should be given over 4 weeks for the agreed complex 

infections requiring > 2 weeks of treatment. Therapeutic drug monitoring (TDM) is advised for longer 

treatment durations and in cases of renal failure. Specific dosing recommendations for other special pop- 

ulations require further investigation. 

Conclusions: These proposals based on expert opinion have been defined to encourage best practice with 

dalbavancin, to optimise its administration beyond the current approved licenced dose across different 

healthcare settings. 

© 2023 The Author(s). Published by Elsevier Ltd. 

This is an open access article under the CC BY-NC-ND license 

( http://creativecommons.org/licenses/by-nc-nd/4.0/ ) 
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. Introduction 

Dalbavancin was approved by the Food and Drug Adminis- 

ration (FDA) in 2014 and European Medicines Agency (EMA) 

n 2015. Dalbavancin is a semisynthetic lipoglycopeptide derived 

rom a teicoplanin-like antibiotic [1] . Dalbavancin exerts antimi- 

robial activity mainly through interaction with terminal D-alanyl- 

-alanine residues of peptidoglycan precursors [2] , which prevent 

oth transpeptidase and transglycosylase enzyme activity [3 , 4] . The 

lockade of the catalysing peptidoglycan cross-linking process re- 

ults in alterations in the bacterial cell wall integrity and cell death 

5] . The addition of a lipophilic side chain enables dimerisation of 

he molecule and enhances dalbavancin anchoring to lipid II in the 

ellular membrane and adherence to the target site, prolonging its 

alf-life and significantly increasing dosing intervals [5 , 6] . In ad- 

ition, dalbavancin lipophilic side chains reduce the risk of cross- 

ensitivity to vancomycin [7] . Dalbavancin also has an amidated 

arboxyl side group responsible for enhanced anti-staphylococcal 

ctivity. 

Dalbavancin is only approved for treating acute bacterial skin 

nd skin structure infections in adults and is administered intra- 

enously (IV) either as a 1500 mg single infusion or 10 0 0 mg dose

ollowed by 500 mg one week later [3 , 8] . Dalbavancin demon- 

trates a long terminal elimination half-life of approximately 14.4 

ays, extensive plasma-protein binding, good tissue penetration 

nd a favourable safety profile [8–11] . Dalbavancin does not re- 

uire dose adjustments for mild to moderate renal dysfunction and 

atients on chronic haemodialysis. The recommended dose is re- 

uced by 25% for patients with severe renal dysfunction (creatine 

learance < 30 mL/min/1.73m 

2 ) [3 , 9] . 

Dalbavancin demonstrates activity against Gram-positive 

acteria, including methicillin-resistant Staphylococcus aureus 

MRSA), vancomycin-intermediate Staphylococcus aureus ( S. au- 

eus ), multidrug-resistant (MDR) coagulase-negative staphylococci 

nd VanB-producing vancomycin-resistant enterococci [9 , 12 , 13] . 

taphylococcal and streptococcal species, particularly S. au- 

eus , are the most common Gram-positive species implicated 

n bone and joint infections (BJIs), prosthetic joint infections 

PJIs) and infective endocarditis (IE) [14 , 15] ; these are com- 

lex infections that are not covered by the current dalbavancin 

icense. 

Considering its activity against Gram-positive cocci, including 

DR strains, the long half-life and favourable safety profile, dalba- 

ancin represents a potential alternative to daily IV antibiotic ad- 

inistration and prolonged hospitalisation for patients with BJIs, 

E, PJIs and vascular graft infections (VGIs) [8 , 16] . This is of par-

icular interest in the context of centres with limited inpatient re- 

ources and where there is a need to improve patient flow through 

cute care hospitals [17] . Dalbavancin could therefore be a useful 

ddition to outpatient parenteral antimicrobial therapy (OPAT) ser- 

ices in these settings [18] . 

Experience of the prolonged use of dalbavancin in these com- 

lex infections is growing, with published case series providing 

avourable clinical results [8 , 14 , 19–24 ]. While the first adminis- 

ered dose is almost constantly 1500 mg and the second 1500 mg 

r 10 0 0 mg, the use of lower doses (e.g. 50 0 mg) as weekly addi-

ional doses tends to be replaced over time by higher doses with 

arger intervals ( Table 1 ). However, it is notable that the dosing 

trategies used in these reports vary and there are no clear recom- 

endations or published guidance on extended dosing regimens to 

ate. 

To address this unmet need, the current authors reviewed re- 

ent pharmacokinetic (PK) literature, including a study focusing 

n pharmacokinetic-pharmacodynamic (PK-PD) targets validated 

gainst MRSA only, to propose potential regimens to prolong the 

reatment beyond the approved licensed dosing regimen [25] . The 
2 
cope of this guidance refers to dalbavancin treatment lasting > 2 

eeks. 

. Materials and methods 

A group of invited experts participated in a single face-to-face 

eeting in September 2022. The invited experts were identified 

y the highest scores, according to the ADVANZ PHARMA inter- 

al healthcare professional tiering calculator, with excellent profes- 

ional reputations as key opinion leaders with significant experi- 

nce with dalbavancin. The purpose of this meeting was to collate 

xpert opinion on the use of dalbavancin in clinical practice. The 

eeting included a review of the safety profile and PK-PD profile 

f dalbavancin, and feedback from an online survey completed by 

ll authors (Appendix A) on individual experience using prolonged 

osages of dalbavancin for the complex infections listed in Box 1 . 

o follow-up meetings were required. 

ox 1 . Type of complex infections eligible for off-label dalbavancin 

se. 

• Infective endocarditis (IE) 
• Bone and joint infections (BJIs) 
• Prosthetic joint infections (PJIs) 
• Vascular graft infections (VGIs) 
• Catheter-related bacteraemia and other Gram-positive 

biofilm-related infections 

. Results 

The authors aimed to identify clinical indications where dal- 

avancin treatment can be prolonged beyond the approved li- 

enced dose and to optimise its administration. All 11 authors 

representing six European countries) completed the survey. The 

resentation of preliminary questionnaire results and existing lit- 

rature confirmed the heterogeneity of dalbavancin dosing regi- 

ens ( Figure 1 ), and therapeutic drug monitoring (TDM) use across 

ountries and clinical settings, highlighting the need for clear 

uidance [20] . Despite heterogeneity in specific dosing schedules 

mong authors, the total administered dose (30 0 0 mg) within 4 

eeks (Days 1–29) was unanimous amongst all authors’ prelimi- 

ary questionnaire results across all considered infection types. 

The authors identified the off-label indications ( Box 1 ) where 

albavancin is most frequently reported in the literature and used 

n clinical practice. Advisors agreed that the proposed recommen- 

ations would be appropriate in these clinical indications. 

.1. Dosing 

The authors acknowledge previously described dosing regimens 

or the prolonged use of dalbavancin ( Table 1 ) and appreciate the 

eed for flexibility in a recommended dalbavancin dosing schedule 

or special populations and healthcare infrastructure [8 , 26] . There 

s recognised variability across Europe in the availability of OPAT 

ervices and resource availability for specialist follow-up and mon- 

toring. 

The results of the Phase 2b study by Rappo et al. of dalbavancin 

n osteomyelitis (PJIs were excluded from this study) against stan- 

ard of care found that 1500 mg on Day 1 and Day 8 provided an-

ibiotic coverage for 6 weeks and was well tolerated [21] . However, 

his study was open label with a small and potentially underpow- 

red standard of care comparator group. All patients underwent 

urgical debridement, biopsy and culture, regardless of the pres- 

nce of necrotic bone, which was found in 60% of patients. 
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Table 1 

Examination of existing case studies and off-label uses of dalbavancin. 

Reference, 

year 

Patient population ( n ) 1 st dose ( n cases) 2 nd dose and 

interval ( n days) 

Pathogen(s) (%) Withdrawal for 

adverse event 

Success rate (%) 

[21] , 2018 Osteoarticular 

infection (40) 

1500 mg 

N doses: 2 

1500 mg (7) Staphylococci (68.6%) 

Enterococci (11.4%) 

None 94% 

[17] , 2019 Endocarditis and/or 

blood stream 

infections (83) 

1500 mg (38) 

1000 mg (42) 

N doses: 2–10 

1000 or 1500 mg 

Additional doses: 

1000 mg (14) 

500 mg (8) 

Staphylococci ( > 70%) None 100% 

[14] , 2021 Implant-associated 

infection 

(64, including 19 

osteomyelitis) 

1500 mg (12) 

1000 mg (50) 

N doses: 3–7 

500 mg (7) Staphylococci (68.8%) Methicillin 

resistance in 93.3% 

None 73.6% 

Improvement: 

15.7% 

[23] , 2021 Prosthetic joint 

infections (17) 

1500 mg (15) 

1000 mg (2) 

N doses: 2–10 

1000 mg (7) 

500 mg (14) 

Staphylococci (16/17) None 73.1% 

[23] , 2021 Bone and joint 

infections (15) 

1500 mg 

N doses: 2 

1500 mg (7) Staphylococci (12/15) None 87% 

[30] , 2022 Osteomyelitis (42) 1500 mg 

N doses: 2 

1500 mg (7) Staphylococci (78.6%) None 78.6% 

[31] , 2022 Prosthetic joint 

infections (89) 

1500 mg (89) 

N doses: 2 

1500 or 1000 mg 

(?) 

Staphylococci (46.1%) 

Cutibacterium spp. (11.3%) 

None 77.5% 

[8] , 2023 Osteoarticular 

infections (17) 

1500 mg 

N doses: 2 

1500 mg (7) 

Additional doses: 

1500 mg (28–54) 

Staphylococci 

(all) 

None 100% 

[32] , 2023 Infective 

endocarditis (124) 

500 mg (1) 

750 mg (2) 

1000 mg (55) 

1500 mg (66) 

N doses: 1–2 

500 mg (8) or 

1500 mg (15) 

Staphylococci (62.1%), Enterococcus 

faecalis (19.4%), Streptococcus spp. 

(9.7%), Enterococcus faecium (2.4%), 

Abiotrophia defectiva (0.8%) and 

Enterococcus casseliflavus (0.8%) 

None 95.9% 

Figure 1. Example of the preliminary questionnaire results of the given dose regimens used by authors in bone and joint infections only. This example highlights the 

heterogeneity of the dose regimens in use. 
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Dunne et al. described the PK-PD for two dosage regimens of 

albavancin in osteomyelitis. The authors postulated that the ef- 

cacy of drugs with a long half-life, such as dalbavancin, are en- 

anced by providing higher doses earlier in the course of ther- 

py and concluded that a regimen of 1500 mg on Day 1 and 

500 mg on Day 8 may be associated with better clinical out- 

omes than a regimen of 10 0 0 mg on Day 1 and weekly dosing of

00 mg [26] . 
3 
Cojutti et al. reported in their population PK analysis of dalba- 

ancin that a two-dose regimen of 1500 mg on Day 1 and Day 

 produced efficacy against S. aureus for up to 5 weeks in BJIs, 

ependent on the patients’ renal function, which also supported 

ndings from Dunne et al. [25 , 26] . 

Data from systematic literature reviews corroborate the stud- 

es highlighted with efficacy shown in complex infections using a 

0 0 0 mg regimen over a 4-week period [27 , 28] . 
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Table 2 

f AUC 0-24/MIC ratios for different MIC values (target value for 2-log kill = 110) [33] . 

Weeks after the 2 nd or 

subsequent 1500 mg injection 

f AUC/MIC MIC = 0.03 f AUC/MIC MIC = 0.06 (i.e. S. 

aureus MIC 90 ) 

f AUC/MIC MIC = 0.125 (i.e. S. 

aureus breakpoint) 

f AUC/MIC MIC = 0.250 (i.e. 

PK/PD breakpoint) 

2 1232 615 296 148 

3 1064 532 256 128 

6 728 364 175 88 

Data in bold indicate circumstances where dalbavancin concentration could be useful. f AUC0-24h were derived from concentrations assuming a plasma protein binding of 

93% (cf. product information). 
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The authors agreed that dosing can be modified according to 

he healthcare setting, need for regular clinical review and pre- 

icted duration of therapy. This may be useful for some patient 

roups if weekly monitoring of progress/review opportunities for 

V to oral switch therapy is required, for example in the supervised 

PAT setting [29] . 

.2. Expert Panel Proposals on Dosing Regimen 

The best PD predictor of the bactericidal activity of dalbavancin 

s the ƒAUC 24 /MIC ratio, and data from animal models show that 

he mean ƒAUC/MICs for net stasis, 1-log kill and 2-log kill are 27.1, 

3.3 and 111.1, respectively [33] . Thus, TDM of dalbavancin can be 

onsidered alongside calculation of the ƒAUC 24 /MIC ratio. Determi- 

ation of dalbavancin MIC of S. aureus or other isolated microor- 

anisms should be performed by broth microdilution. The so called 

trough” concentration measured at Day 28, or Day 35 or more 

an be used to evaluate the 24-hour AUC according to the very 

xtended half-life exhibited by dalbavancin. Thus, the calculated 

 AUC/MIC ratio may be compared with the 2-log kill target value 

f 110 [34] , which correlates with a 2-log reduction of inoculum in 

nimal infection models. 

In a French real-life experience (Hervochon C, 2023 [unpub- 

ished data, submitted for publication]), measured concentration 

alues were obtained at various times after the second or subse- 

uent 1500 mg dose of dalbavancin at Day 0 and Day 15 ( Table 2 )

35] . The data show the importance of the dalbavancin MIC for a 

iven strain when deciding on whether or not to measure dalba- 

ancin concentration. Not all healthcare sites are able to perform 

DM, but most sites have suitable facilities to measure dalbavancin. 

As can be seen in Table 2 , the “safety margin” obtained by com- 

arison with the PK/PD target is directly related to the MIC. Where 

he MIC value is up to 0.06 mg/L (MIC 90 ) and up to the sixth week

fter the second or subsequent 1500 mg injection, the value of 

 AUC/MIC (364–532) is far above the target value and thus it could 

e decided that TDM could be unnecessary according the “safety 

argin”. When MIC = 0.125 mg/L, at the third week after the sec- 

nd or subsequent 1500 mg injection, TDM could be necessary ac- 

ording to the usual variability of dalbavancin PK and uncertainty 

f drug and MIC measurement, even with an f AUC/MIC value of 

56 (2.5 times the target value). With an MIC of 0.03 mg/L, the 

arget value is reached up to the sixth week and TDM could be 

nnecessary. Finally, if strains are without specific breakpoints and 

an be evaluated by the PK/PD breakpoint (MIC of 0.250 mg/L) as 

pecified by EUCAST recommendations, the TDM seems to be un- 

voidable. 

It has been suggested that a trough serum concentration of dal- 

avancin > 8.04 mg/L is associated with a high probability of this 

arget attainment against S. aureus with an MIC up to the EUCAST 

linical breakpoint of susceptibility for dalbavancin (0.125 mg/L) 

36] . Considering this data and the real-world experience with dal- 

avancin in complex infections—including BJIs, PJIs, IE, VGIs and 

atheter-related bacteraemia—the authors propose the following 

cenarios and potential regimens to guarantee the most adequate 

xposure beyond the first 2 weeks: 
4

1. If treatment with dalbavancin is expected to last a maximum 

of 6 weeks 

In therapy areas that would only require a maximum of 6 

eeks treatment, 30 0 0 mg of dalbavancin over 4 weeks is rec- 

mmended to provide cover for 4–6 weeks. This includes medi- 

ally treated infections such as infectious endocarditis, acute os- 

eomyelitis and diabetic foot osteomyelitis. The authors would con- 

ider administering a theoretically equivalent one of the following 

egimens ( Figure 2 ): 

a. 1500 mg on Day 1 and 1500 mg on Day 15. 

b. 1500 mg on Day 1 and 1500 mg on Day 8. 

c. If the healthcare setting allows and encourages weekly moni- 

toring, 10 0 0–150 0 mg on Day 1 and 500 mg weekly from Day

8 up to 6 weeks. 

2. If treatment with dalbavancin is expected to last more than 

6 weeks 

If available, TDM is advised for treatment lasting beyond 6 

eeks, to accommodate for the high variability in the serum con- 

entration of dalbavancin [37] . For therapy areas such as PJIs, VGIs 

nd BJIs, where treatment with dalbavancin is often expected to 

xceed 6 weeks, the authors would consider administering a theo- 

etically equivalent one of the following initial regimens: 

a. 1500 mg on Day 1 and 1500 mg on Day 15. 

b. 1500 mg on Day 1 and 1500 mg on Day 8. 

c. If the healthcare setting allows and encourages weekly moni- 

toring, 10 0 0–150 0 mg on Day 1 and 500 mg weekly from Day

8 up to 6 weeks. 

In this clinical scenario, TDM should guide the timing of the 

ubsequent dose of dalbavancin (beyond 30 0 0 mg), detect under- 

osing and consequently also reduce cost to healthcare systems. 

he literature supports initiation of TDM between Day 28 and 

ay 35, dependent on renal function and also likely on weight 

 Figure 3 ) [25] . The authors suggest that if the blood serum con-

entration of dalbavancin is > 8 mg/L, TDM should be repeated in 

 weeks. If the blood serum concentrations of dalbavancin is < 8 

g/L, the next dose of dalbavancin should be given. 

3. If treatment with dalbavancin is expected to last more than 

6 weeks and TDM is unavailable within the healthcare set- 

ting 

Therapeutic drug monitoring availability significantly varies 

cross different healthcare settings. However, the authors are un- 

ware of any study reporting dalbavancin intolerance related to 

verexposure ( Table 1 ), including in vancomycin allergic patients 

38] . Therefore, for therapy areas where treatment is predicted to 

xceed a duration of 6 weeks, the authors suggest the following 

ose regimens in the absence of TDM ( Figure 4 ): 

a. 1500 mg on Day 1, 1500 mg on Day 15 and 1500 mg on Day 43

to provide treatment coverage for 12 weeks. 

b. 1500 mg on Day 1, 1500 mg on Day 8 and 1500 mg on Day 43

to provide treatment coverage for 12 weeks. 
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Figure 2. Dose regimens for clinical scenarios where the expected duration of dalbavancin (DBV) treatment is a maximum of 6 weeks. Day 1 is the first day of treatment 

with dalbavancin. A total of 30 0 0 mg dalbavancin should be administered by week 4 to provide treatment cover for 4–6 weeks, with flexibility in the choice of dose regimen 

to meet the needs of the healthcare setting. 

Figure 3. Dose regimens for clinical scenarios where the expected duration of dalbavancin (DBV) treatment is more than 6 weeks and therapeutic drug monitoring (TDM) is 

available for use. Day 1 is the first day of treatment with dalbavancin. A total of 30 0 0 mg dalbavancin should be administered over 4 weeks to provide treatment cover for 

4–6 weeks, with flexibility in the choice of dose regimen to meet the needs of the healthcare setting. Therapeutic drug monitoring should guide the timing of the subsequent 

dalbavancin dose and be initiated between Day 28 and Day 35 (Cojutti, 2022). 
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c. 10 0 0–150 0 mg on Day 1 and 500 mg weekly from Day 8 ad-

ministered at the discretion of the physician. 

Efficacy of treatment should be measured in accordance with 

ocal guidelines to assess the clinical and microbiological outcome. 

In any of the selected regimens listed above, it is mandatory to 

linically follow-up the patient to document the correct outcome, 

void potential underexposure and minimise selection of resistance 

s well as the potential emergence of adverse events. 

Determination of glycopeptide MICs are method dependent 

nd should be determined by broth microdilution (ISO standard 

0776-1) [39] . The MICs must be determined in the presence of 
5 
olysorbate-80 (0.002% in the medium for broth dilution methods; 

gar dilution methods have not been validated) [40] . Manufactur- 

rs’ instructions for commercial systems should be followed to en- 

ure accuracy. 

. Discussion 

The authors represent expertise across Europe and aim to pro- 

ide expert panel proposals for dalbavancin use. Expert discus- 

ion and experience with dalbavancin highlighted common off- 
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Figure 4. Dose regimens for clinical scenarios where the expected duration of dalbavancin (DBV) treatment is more than 6 weeks and therapeutic drug monitoring (TDM) is 

unavailable for use. Day 1 is the first day of treatment with dalbavancin. A total of 30 0 0 mg dalbavancin should be administered over 4 weeks to provide treatment cover for 

4–6 weeks, with flexibility in the choice of dose regimen to meet the needs of the healthcare setting. Physician discretion should be used if administering 500 mg weekly 

doses of dalbavancin. 
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abel therapeutic areas where it is prescribed without fixed reg- 

latory guidance ( Box 1 ) and for an extended duration. Literature 

tudies call for clarification in these areas where dalbavancin could 

ct as a promising opportunity for treating complex Gram-positive 

nfections [8] . 

Heterogeneity in survey results and presented data on dos- 

ng regimens confirmed that expert guidance is needed to assist 

ealthcare professionals on dalbavancin use requiring > 2 weeks 

f treatment in off-license special populations. It was recognised 

hat there was wide variability in availability of dalbavancin TDM. 

he authors suggest that a total of 30 0 0 mg dalbavancin over 4 

eeks should be administered for special populations requiring ex- 

ended dalbavancin treatment (usually following initial inpatient 

ntibiotic treatment) to give antibiotic coverage for 4–6 weeks. 

hilst extended-duration dalbavancin offers an attractive defini- 

ive treatment option and enables early hospital discharge, the 

uthors stress that antimicrobial stewardship dictates that every 

pportunity should be taken to consider IV to oral switch ther- 

py when antimicrobial sensitivities and lack of drug interactions 

llow. 

The authors are unaware of any study reporting dalbavancin 

ntolerance related to overexposure ( Table 1 ), including in van- 

omycin allergic patients [38] . Within these expert panel proposals, 

DM aims to detect underexposure of dalbavancin and guide the 

iming of the subsequent dose. In this way, TDM could be useful in 

ptimising treatment, reducing underexposure to dalbavancin and 

onitoring interindividual variability [37] . 

Dalbavancin is useful in the OPAT setting for those patient 

roups where extended daily IV therapy (e.g. with teicoplanin or 

aptomycin) indicated for treatment of complex and MDR Gram- 

ositive infections is not possible, especially for staphylococci. 

his includes deep-seated infections in patients with reduced mo- 

ility or advanced care needs, and in people who inject drugs 

here home treatment with an indwelling IV device is undesir- 

ble. Other important groups where extended-interval dalbavancin 

s useful is in those patients in whom drug interactions preclude 

he use of extended-spectrum agents such as linezolid and where 
6 
dherence to therapy is of concern (e.g. in people who inject 

rugs) [18] . 

Dalbavancin may facilitate the discharge of patients treated 

or complex deep-seated infections with first-line parenteral anti- 

RSA agents such as vancomycin, teicoplanin or daptomycin. Be- 

ides real-world data, dalbavancin has demonstrated use as a con- 

olidation therapy after prior antibiotic treatment in patients with 

E and/or bloodstream infections produced by Gram-positive cocci 

17 , 41] . 

Dalbavancin has no requirement for dose adjustment according 

o renal function, except in cases of severe renal dysfunction [3] . 

tudies for S. aureus have shown that the probability of target at- 

ainment of total dalbavancin concentration is strongly related to 

enal function, with a double 1-week apart 1500 mg dose in pa- 

ients with preserved renal function relating to optimal antibiotic 

overage for 4–6 weeks [19 , 25] . 

To the authors’ knowledge no decrease in dalbavancin concen- 

ration or drug interaction has been observed when dalbavancin 

as been used in combination with rifampicin, but this should 

e confirmed with real-world pharmacokinetic data. The authors 

gree that in the absence of contrary data, whenever possible, dal- 

avancin should be combined with rifampicin in Staphylococcal 

JIs. In vitro studies support the combination of dalbavancin and 

ifampicin when anti-biofilm treatment is required with the aim 

f preventing the selection of rifampicin-resistant mutants [42 , 43] . 

urther research is needed regarding its use as a single agent 

gainst biofilm-associated PJIs in patients where rifampicin is not 

 suitable option, also to improve treatment compliance and dal- 

avancin tolerance including the risks of drug-drug interactions. 

Dalbavancin use can reduce overall healthcare costs by facilitat- 

ng earlier discharge of patients when compared with other antibi- 

tic regimens. Of note, the benefit of using dalbavancin is greatest 

hen used before the end of the first week of admission [44] . Re- 

uction of inpatient stay offsets dalbavancin acquisition costs es- 

imated at €3324–11038, depending on the scenario [45] . Thera- 

eutic drug monitoring may result in additional costs, especially 

n situations where multi-dosing dalbavancin is required. Of note, 
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y following these proposals, most patients treated for prolonged 

albavancin treatment may not require TDM. 

These expert panel proposals do not include reference to the 

isk of emergence of dalbavancin-resistant mutants during ex- 

ended dosing interval dalbavancin. However, in vitro selection of 

utants with reduced susceptibility to dalbavancin following ex- 

osure and case reports have been described where mutations in 

he Walk gene of staphylococci altering the cell wall metabolism 

ave been detected [46–48] . The high doses (i.e. 1500 mg) of ad- 

inistered dalbavancin theoretically reduce the risk of emergence 

f resistance, and this is supported by published studies to date, 

hich have reported a low rate of resistance [8] . Eventually, it may 

e possible to personalise dosing regimens to optimise exposure 

nd reduce the risk of resistance. Therapeutic drug monitoring may 

ave a role in keeping within the therapeutically effective concen- 

ration range to prevent resistance [25] . 

The authors acknowledge calls for guidance and further re- 

earch on dalbavancin use as long-term suppressive therapy, where 

here are no oral antibiotic alternatives and particularly for inoper- 

ble prosthetic valve or VGIs [8 , 49] . This guidance does not con-

ider this area due to a lack of published data. However, the au- 

hors note reports of successful dalbavancin use as a suppressive 

herapy managed on a case-by-case basis in bacteraemia, PJI and 

ardiac device-related endocarditis, with few reported side effects 

8 , 20 , 23 , 31 , 49] . Further research in this area is required to investi-

ate the long-term effects of dalbavancin use as a suppressive an- 

ibiotic therapy. 

The authors acknowledge some limitations of this guidance due 

o the paucity of data. Further investigation is required to make 

efinitive recommendations on dalbavancin use according to sub- 

ategories of the special populations (e.g. native/prosthetic/cardiac 

mplantable electronic devices IE) for which 2-log killing AUC/MIC 

argets rather than stasis or 1-log kill are indicated and to a wider 

icroorganism range especially staphylococci with vancomycin 

IC > 1, Corynebacterium spp. and Enterococcus faecium . The au- 

hors acknowledge that this guidance does not include reference 

o microbiological analysis and its routine use; data on probabil- 

ty of target concentration attainment at various MICs would fur- 

her justify the use of TDM. Additionally, most data discussed for 

hese expert panel proposals were obtained from real-world exam- 

les rather than clinical trials. 

The authors also acknowledge that there is evolving real- 

orld dalbavancin prescribing practice reflecting changing health- 

are needs and hospital admission/discharge dynamics. For in- 

tance, patients may be switched to a single dose of dalbavancin 

o complete the final 1–2 weeks of an already established course 

f inpatient antibiotic treatment (e.g. with vancomycin) in order 

o support early discharge or to bridge across to definitive (poten- 

ially) oral therapy pending microbiological results following an or- 

hopaedic intervention [16 , 50] . Dalbavancin may also be used as an 

lternative therapy for staphylococcal infections if vancomycin MIC 

 1 mg/L and alternative agents are unsuitable. Further real-world 

xperience describing the extent and experience of these new ther- 

peutical opportunities would be welcome. 

. Conclusions 

To achieve adequate dalbavancin concentrations for up to 6 

eeks, 30 0 0 mg of dalbavancin should be given over 4 weeks 

or defined complex infections requiring > 2 weeks of treatment. 

here is no requirement for TDM if treatment is expected to last 

p to 6 weeks. If more than 6 weeks of treatment is predicted and

t is available, TDM should be initiated between Day 28 and Day 

5, depending on renal function, to guide the timing of the next 

ose of dalbavancin and detect underdosing. The specific dosing 

chedule can be modified to meet clinical need and the described 
7 
egimens aim to accommodate different healthcare settings. Spe- 

ific dosing recommendations for other special populations require 

urther investigation. 
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