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Eligibility assessment (N = 18)

Excluded (N =4)
+ Did not meet the eligibility criteria (3)
—Did not match the selection criteria (2)

—Conflict with the exclusion criteria (1)

’ Participant enrollment (N = 14) ‘

* Due to expiration of the number of

registered cases (1)

’ Paranasal sinus (N = 5) ‘ ’ Middle ear (N=4)

|

’ Palatine tonsil (N =5) ‘

| FAS (N=5) | | FAS (N=4) | | FAS (N=5) |
’ PPS (N=5) ‘ ’ PPS (N =4) ‘ ’ PPS (N=5) ‘
Fig. 1. Patient Flow
Table 1. Background characteristics of the patients (PPS)
Total Paranasal sinus Middle ear Faucial tonsil
Item
(N=14) (N=5) (N=4) (N=5)
Sex Male, n (%) 6 (42.9) 1(20.0) 2 (50.0) 3(60.0)
Female, n (%) 8(57.1) 4(80.0) 2(50.0) 2 (40.0)
Age (years) Mean (SD) 409 (14.2) 52.0 (15.7) 39.0 (7.1) 31.2 (10.0)
Systolic blood pressure (mmHg) Mean (SD) 118.1 (8.5) 120.6 (6.5) 110.0 (4.8) 122.2 (9.1)
Diastolic blood pressure (mmHg) Mean (SD) 72.0 (6.5) 72.2(7.2) 68.5(2.6) 74.6 (7.7)
Pulse rate (bpm) Mean (SD) 74.1 (14.8) 79.8 (17.7) 68.5 (3.7) 73.0 (17.7)
Body temperature Mean (SD) 36.4(0.5) 36.5 (0.5) 36.4(0.4) 36.4(0.5)
Complication Yes, n (%) 8(57.1) 4(80.0) 0(0.0) 0(0.0)
Cardiovascular disease Yes, n (%) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Others Yes, n (%) 8(57.1) 4(80.0) 0(0.0) 4(80.0)
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Table 2. Sampling time and concentrations of lascu-
floxacin in the otorhinolaryngological tissues
and plasma, and the tissue-to-plasma concen-
tration ratios in the LSPOT study

Item LSPOT study
Sampling time (hr) 3.83-4.25
Tissue concentration (ng/g) 1,187.3+382.3
Plasma concentration (ng/mL) 565.1 £ 163.3
Tissue/plasma concentration ratios 2.11+0.43
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0 Q
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Paranasal sinus Middle ear Palatine tonsil
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DORFRPIEEDIEE B X OISR E D SEH T —
L LT, BITRBRTH 2 HRREMRABOMERET]
M L7z E72, BRIGHIR R o HEL-R/ A% i B2 L %
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HHIENHEETE RV OREIEHE L7z, BT
BILUOEELHERRE L OREITEHORE AL
mirotze T2, BEFRZBLIUEIWERIC L 2R
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HFEFRQLAMRE L OBBREPTETE, o,
LSFX PHEEE L ZE 2 ON L HHEHRIIRO LN
o7z,

. ER
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Plasma concentration (ng/mL)

15 rs 4.0 hrs
Palatine tonsil

Fig. 2. Concentrations of LSFX in the plasma and otorhinolaryngological tissues. Data at 1.5 hours were from a previous study
measured 1.5 % 0.5 hours after LSFX administration®. Data at 4 hours were from this study, measured at 4.0 = 1.0 hours after
LSFX administration. Data are expressed as means = SD. Each point represents the observed concentration.
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Fig. 3. Tissue/plasma concentration ratios of LSFX in the plasma and

otorhinolaryngological tissues. Data at 1.5 hours were from a previous
study measured 1.5+ 0.5 hours after LSFX administration®. Data at 4
hours were from this study, measured at 4.0 = 1.0 hours after LSFX ad-

ministration. Data are expressed as means = SD. Horizontal bars indi-

cate the means and the vertical lines represent the SD. Each point rep-

resents the observed concentration.
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FTICB4 2 HEE T3, LSFX §E 75 mg $% 5 4 ¢
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1321 ng/mL CTH > 72o %5 4 B # D LSFX O
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lactamase negative ampicillin resistant H. influen-
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AY1.04+038 B & O kAL A 1.61 £024"7 T
& 1), Sitafloxacin (STFX) TIEHHREAS 14£07,
A EAS 1.1 +£08, B RIELS 1605 B £
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Open-label study of penetration of lascufloxacin into otorhinolaryngeal
tissues (LSPOT study)

Kenji Suzuki’, Miyuki Mori”, Akira Kikuchi’ and Yasuyuki Ishikawa’

U Department of Otorhinolaryngology, Yonaha Okanoue Hospital, 1-Sakuranooka, Kuwana, Mie, Japan
? Department of Pharmacy, Yonaha Okanoue Hospital

% Medical affairs, Clinical Development Center, Kyorin Pharmaceutical

To evaluate the penetration of lascufloxacin (LSFX), an oral fluoroquinolone antibacterial agent, into
otorhinolaryngeal tissues, we measured its concentrations in the nasal sinus mucosa (maxillary sinus mu-
cosa, ethmoid sinus mucosa), middle ear mucosa, palatine tonsillar tissue, and plasma in patients who had
undergone otorhinolaryngological surgery. The tissues and plasma were sampled 4 hours after the drug
administration, when the tissue concentrations were expected to have reached their peak GRCTs
031200219).

The tissue concentrations of LSFX, the primary endpoint, were 1,322.0 = 373.9, 873.8 £282.3, and 1,3034 +
371.0 ng/g in the sinus mucosa, middle ear mucosa, and palatine tonsillar tissue, respectively. The plasma
concentrations were 657.6 +209.5 ng/mL when sinus mucosa concentrations were measured, 514.8 +107.8
ng/mL when middle ear mucosa concentrations were measured, and 513.0+132.1 ng/mL when palatine
tonsillar tissue concentrations were measured. Plasma concentrations were lower than the tissue concen-
trations. The tissue/plasma ratios of LSFX concentrations were 2.04 +0.32, 1.66 +0.24, and 2.53+0.21 for
the sinus mucosa, middle ear mucosa, and palatine tonsillar tissue, respectively. We observed no adverse
events that were potentially causally related to the study.

The tissue concentrations at 4 hours after LSFX administration (75 mg) were 1.6- to 5.0-fold higher than
those at 1.5 hours (1.5 0.5 hours) reported previously. The tissue concentrations of LSFX at 4 hours after
LSFX administration were >10-fold higher than the MICs of LSFX for the primary causative organisms
of otorhinolaryngological infections. The tissue/plasma concentration ratios of LSFX increased by >2-fold
from 1.5 to 4 hours after administration. The favorable tissue concentration of LSFX in otorhinolaryn-
gological tissues confirms its usefulness in the current era, in which the main causative organisms of otor-
hinolaryngological infections are becoming increasingly resistant to antibacterial drugs.
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