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Abstract
BackgroundLevodropropizine is non-opioid agent whose peripheral antitussive action may result from its modulation of sensory neuropeptide levels. Currently, levodropropizine 60 mg is taken three-times daily. A controlled release formulation of levodropropizine (levodropropizine CR) 90 mg was developed, which can be taken twice daily. The aim of this study was to evaluate the safety and pharmacokinetic characteristics after multiple oral administrations of levodropropizine CR 90 mg tablets in healthy male volunteers.

MethodsA randomized, open-label, cross-over study was conducted in 24 healthy male volunteers. Each subject received levodropropizine syrup 60 mg three times daily or levodropropizine CR 90 mg twice daily for 3 days. Blood samples for pharmacokinetic analysis were collected pre-dose and up to 24 hours on day 4. Pharmacokinetic analysis was conducted by non-compartmental method. Safety assessments including monitoring adverse events, laboratory tests, vital signs, physical examinations and ECGs were performed throughout the study.

ResultsA total of 20 male volunteers completed the study. The maximum steady-state plasma concentration (Css,max) of levodropropizine syrup and levodropropizine CR were 313.28 ng/mL and 285.31 ng/mL and time to reach Css,max (Tmax,ss) were 0.48 hr and 0.88 hr, respectively. The area under the concentration-time curve to the last measured concentration of two groups were 2345.36 hr × ng/mL and 2553.81 hr × ng/mL, respectively. There was no serious adverse event.

ConclusionLevodropropizine CR 90 mg tablet was safe and well-tolerated when administered twice daily for 3 days. No statistically significant differences were seen in Css,max and AUCss,24hr between the two formulations. This study provided pharmacokinetic evidences that the twice-daily dosing regimen of levodropropizine 90 mg may substitute the conventional 3-times-daily regimen of levodropropizine 60 mg.
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  Mean plasma concentrations of levodropropizine. Left and right panel are normal and semi-logarithmic plot of concentration-time curves, respectively. Black and white arrows mean dosing events of reference and test drug, respectively (Reference drug: Levodropropizine syrup 60 mg, Test drug: Levodropropizine CR 90 mg).
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  Demographic data of subjects (Mean ± SD)

*Subjects in Group 1 were given reference and test drugs, sequentially and subjects in Group 2 were given test and reference drugs, sequentially. †Wilcoxon rank sum test.
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  Pharmacokinetic parameters

*Css,max: maximum observed concentration at steady-state. Css,min: minimum observed concentration at steady-state. Css,av: average concentration at steady-state. AUCss,24hr: area under the concentration-time curve from 0 h to 24 h at steady-state. AUCss,inf: area under the concentration-time curve from 0 h to infinite at steady-state. Tmax, ss: time of maximum observed concentration. Tmax, ss is presented as median and range and calculated from time after dose. Fluctuation: peak trough fluctuation within one dosing interval at steady state. †Levodropropizine syrup 60 mg ‡Levodropropizine CR 90 mg.
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  Analysis of Variance (ANOVA) of pharmacokinetic parameters for levodropropizine

*Degree of Freedom. †Sum of Squares. ‡Mean Square





[BACK]





OEBPS/image/ReficonKoMCI.gif
KoMcl.





OEBPS/images/ArticleImage/0179JKSCPT/jkscpt-21-113-i001-l.jpg
Characleristics Group 1* IN=12) ___Group 2 (N=12) Tolal (N=24) P-valuet
Age (years) 230 = 40 * 3 238 £ 37 0795
eight (cm) 753 £ 75 +48 1751 + 62
Weignt (ko) 670 + 67 +73 682 + 69
BMI (kg/m?) 218 + 20 +19 22 + 20







OEBPS/image/ReficonCrossRef.gif
CROSSREF





OEBPS/image/ReficonPubmed.gif
PUBMED





OEBPS/images/ArticleImage/0179JKSCPT/jkscpt-21-113-i002-l.jpg
Feference drug? (N = 20) Test drugk (N = 20)

Ppeances Vean il o Vean 0 I
Casren (nG/ML) 31328 + 10626 1R 2631 + 934 2781
Camn (ng/mb) 1079 + 819 B 1467 £ 1004 6844
G (ng/mL) 12109 + 3681 257 8660 + 27.16 3136
AUCuate (hrxng/ml) 2453 + 81557 I3 25381 + 94%B 3700
AUCeer (hrxng/mi) 238972 * 91346 B2 26322 * 101426 BR

Tras () 05 (025-075) - 05 (05-4) -

tz (0 273 + 04 1699 268 + 055 231
Fluctuation (%) 28208 + 5706 202 3070 + 7287 283
Accumulation index 128 + 009 13 106 + 003 319






OEBPS/images/ArticleImage/0179JKSCPT/jkscpt-21-113-g001-l.jpg
Concentration (ng/mL)

500

400

300

200

100

—e—Reference

—o-Test

1000

Time (hr)

54

Time (he)

66

7





OEBPS/images/ArticleImage/0179JKSCPT/jkscpt-21-113-i003-l.jpg
LG

Source DF i NEF Fsial Palue
Sequence 1 0004t 0004 00275 08702
SequenceD 1] 265% 01483 57661 00003
Formuation 1 0872 00872 3%t 00620
Period 1 00386 00686 1498 02065
Error i) 0460 00257
LAUCsae)
Source OF 5 VS Fsial Pvalue
Sequence 1 oot47 oour 00661 08154
SequenceD B 471 0262 40398 <0001
Formuation 1 00455 005 7016 00163
Period 1 00988 00868 133714 00018
Error 18 01168 00065







OEBPS/image/ReficonKoreaMed.gif
KOREAMED





OEBPS/image/icon-orcid.jpg





OEBPS/image/icon_corresp.gif





