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Table 1. Conditional dosing regimen

Dosing regimen

Creatinine clearance (mL/min)

Sepsis, endocarditis

Complicated skin and soft tissue
infections (cSSTIs), wound infections

>30 6 mg/kg every 24 hour 4 mg/kg every 24 hour
<30 (including patients undergoing hemodialysis or CAPD) 6 mg/kg every 48 hour or 4 mg/kg every 48 hour or
after dialysis after dialysis

Data was adopted from the package insert of CUBICIN®IV 350 mg (revised as of October 2016), MSD Co.

Table 2. Correlation between clinical benefit of daptomycin and PKPD indices

Clinical response

Microbiological response

PKPD indices

Odds ratio (95% CI)

0dds ratio (95% CI)

. Pvalue . Pvalue
for 100 units for 100 units
AUCo-241 (g h/mL) 1.09 (0.44-2.68) 0.852 0.77 (0.51-1.17) 0.217
AUCo-241/MIC 1.02 (0.82-1.27) 0.872 0.91 (0.82-1.01) 0.071

AUCo-24n: area under the curve within 24 hours after administration, MIC: minimum inhibitory

concentration, 95% CI: 95% confidence interval.

Data was adopted from Takesue Y et al. Diagn Microbiol Infect Dis (2015)%.
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A: Single dose (mg/kg) of daptomycin versus daptomycin serum concentrations and a simple regression line. B: Creatine
phosphokinase levels versus daptomycin serum concentrations and a simple regression line.
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Table 3. Comparison of the creatine phosphokinase elevation rate in patients on high-dose daptomycin
Author Year Dose Type of infection CPK elevation rate, n/N (%)
Conventional dose Bhavnani et al. 2010 6 mg/kg/day S. aureus bacteremia 6/108 (5.6)
High-dose Katz et al. 2008 10 mg/kg/day ¢SSSI 3/48(6.3)
High-dose Seaton et al. 2015 >6 mg/kg/day Osteomyelitis, foreign 27/1,097 (2.5)
body infection or
endocarditis
High-dose Carugati et al. 2013 7.7-10.0 mg/kg/day Endocarditis 1/28(3.6)
High-dose Casapao et al. 2013 7.779.7 mg/kg/day Enterococcal infections 7/220(3.2)

Data was adopted from Bhavnani SM et al. Clin Infect Dis (2010)'?), Katz DE et al. Int J Clin Pract (2008)*”), Seaton RA et al. Adv Ther
(2015)?Y, Carugati M et al. Antimicrob Agents Chemother (2013)*, Casapao AM et al. Antimicrob Agents Chemother (2013).
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Daptomycin is an antibiotic agent exhibiting antibacterial activity against a broad range of Gram-
positive bacteria including those associated with multi-drug resistance. Therapeutic drug monitoring
(TDM) of daptomycin is unnecessary and 4 mg/kg of daptomycin is administrated to patients with skin
and soft tissue infections and 6 mg/kg of daptomycin is administrated to patients with sepsis and endo-
carditis. Good correlations between the antibacterial activity of daptomycin and the area under the curve
(AUC)/minimum inhibitory concentration (MIC) have been reported in in vivo studies. However, no sig-
nificant correlations have been shown between clinical benefit and the AUC/MIC in patients who are tak-
ing 4 mg/kg/day or 6 mg/kg/day of daptomycin. The elevation of creatine phosphokinase (CPK) and
myopathy are major side effects of daptomycin and the risk of CPK elevation is increased in patients with
minimum blood concentrations greater than 24.3 mg/L. On the other hand, the safety and tolerability of
high-dose daptomycin have been reported in recent years. The concentrations of daptomycin are variable
between patients and influenced by several factors such as renal function, hemodialysis, concentrations of
albumin and body temperatures. Additionally, we should be careful in handling and storing daptomycin
serum samples because the stability of daptomycin in serum is variable depending on the ambient tem-
perature. To recommend initiating studies on TDM for daptomycin is difficult due to the lack of evidence
establishing the correlation between the efficacy, or risk of side effects, and drug concentrations. We need
to accumulate more data for the PKPD of daptomycin and continue to consider the necessity of TDM.
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