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Abstract; Objective

and safety of delafloxacin,a new fluoroquinolone drug,in Chinese healthy

To evaluate the pharmacokinetic characteristics

subjects, and to evaluate the expected microbiological efficacy of
delafloxacin in treating infections caused by Staphylococcus aureus and
Streptococcus  pneumoniae through pharmacokinetic/pharmacodynamic
analysis. Methods This trial consists of two parts. The first part is a
randomized , double — blind, placebo — controlled, single — dose/multiple —
dose administration trial with a dose range of 150 —450 mg. The second
part is a randomized , open — label, double — period, self — crossover trial
comparing the pharmacokinetic similarities between a 300 mg intravenous
infusion of the test drug and the reference drug. Combined with the in
vitro pharmacodynamic data of delafloxacin against Staphylococcus aureus

and Streptococcus pneumoniae clinically isolated in China, the Monte



388

v T R 25 PR gk R

Al M3 2025 4F2 3 (AR 425 1))

Carlo simulation method was used to analyze the probability of target attainment and cumulative fraction of response of
the 300 mg ¢12 h intravenous infusion over 60 min and to evaluate the expected microbiological efficacy. Results

AUC, _,
and AUC,_, increase proportionally with the dose. The apparent volume of distribution ranged from 45. 79 to 144. 38

After administering 150,300 and 450 mg of delafloxacin to Chinese healthy subjects in single doses,the C

max

L. The elimination half — life of each dose group ranged from 2. 99 to 11. 87 h. The cumulative urinary excretion rates of
(47.69 £8.11)% and (73.71 £9.32)% were observed for single doses of 300 and 450 mg, respectively, suggesting
that the primary route of excretion was renal. The 90% confidence interval of C,, , AUC,_ ,and AUC,__ of test drug

over reference drug after single — dose intravenous infusion are all within 80. 00% —125.00% . After reaching steady

max 9

state with multiple — dose administration in the 300 mg group, the plasma exposure level was similar to that of the
single — dose administration group. Conclusion Single — dose intravenous infusion of 150 — 450 mg delafloxacin in

healthy subjects showed linear pharmacokinetic characteristics, and there was no accumulation after 300 mg ¢12 h

administration. Adverse effects were mild,indicating good safety, and good microbiological efficacy.

Key words : delafloxacin; antibacterial drug;pharmacokinetics/pharmacodynamics ; safety
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Figure 1  Average plasma concentration — time curve of delaflo-xacin in Chinese healthy subjects after single or multiple dose infusion
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Table 1 Pharmacokinetic parameters of delafloxacin for single or multiple doses(x +s)

Single dose

Multiple dose

Parameter Parameter

150 mg(n=3) 300 mg(n=8) 450 mg(n=8) 300 mg(n=8)
Cow (pg - mL™1) 5.55+0.71 12.88 1. 95 17.84 +2.21 Crue e (g + mL™") 12.10 +1.58
AUCy_ (pg - mL7! - h) 14.26 £2.26 33.09 £5.97 46.89 +7.76 Coin o (pg L1 0.23 £0. 10
AUC,_,, (pg +mL™" + h) 14.39 +2.24 33.36 +6.08 47.18 +7. 80 Coo(pg L) 2.55+0.41
Lo () % 0.98(0.97,1.00) 0.98(0.93,1.07) 0.98(0.97,1.02)  AUC,, . (pg-L7"-h) 30.58=4.93
ti, (h) 2.99 +0.23 11.87 +14.38 10.07 +6. 08 fman.ss (D) 7 1.00(0.98,1.03)
A (1 -h™h) 0.23 0. 02 0.11 £0.07 0.09 +0. 04 ti2,. () 39.31 £75.91
CL(L-h"") 10.59 +1. 54 9.26 +1.68 9.78 1. 682 CL_(L-h"") 10.03 +1. 58
Vy(L) 45.79 +8. 88 144.38 +145. 46 138. 17 +82. 84 DF(% ) 469.70 +47. 51

* :Median ( minimum, maximum).
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Figure 2

Average urinary drug excretion rate and cumulative
urinary drug excretion — time chart of subjects receiving intravenous

infusion of delafloxacin under single and multiple doses
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