H S BMER B R L EREFICH T S lascufloxacin
D—h%EG Rt ER
—EB3E - RS LUEBEITE—

NR Fz'-BF #—-& AR -EH —F
PR #— -/ HEBER -k BT
U BIRAFESHE SRR S E
! BRBAFAFREEFMOTENESEEH - FEPHNS
) RREBREN AP BRI
Y RIBASESEMEYD - BAESHE
) RIFRACBEER
O BT R ERRR > 5 —
7 MRS F AR SRR

ZHE 2019108308 REH 20200868 22H

RO+ / OV RNEE lascufloxacin (LSFX) DESMRGEHRFESRIMERE Z R & LIc—RERIR
HEBREEEL, LSEX DEMMES LUREMZRE Lic, RERITPEL, RHUXSIUME - HRER
xEL, LSIXELTIE7SmgZ 1B 1E7~14 HERO®RS Lic, ML TENEDOEMIT &
T 2ksd, BESRGERIEBNOZEAB T 2R LT,

FEEIER CHBIREHT « FLEROBMRITEMET 90.9% (60/66 Fl), WREBFTIIHER
T929% (13/146), RHKX T 89.3% (25/28 f5l), WHEE - MREAX T 91.7% (22/24 ) THofc, &
REHMERE TH2IRE 3 BRDAEBRL I URERT - PIL7 HROBHXRIE, TNTNFHEXT
14.3% (2/14 1), 100.0% (13/136), WX T 25.0% (7/284), 84.6% (22/26 ), PHEE - MEREEA
T 208% (5/24f1), 955% (21/22f)) THoTe

BEFOHEMFNNR (BEEKRE) 1324 T98.1% (53/5461), REXT100.0% (7/76), R
PR T 96.2% (25/26 ), DASE - MREEA T 100.0% (21/2141) TdhHY, HEEICK ST LSFX IFiEH &
NcRREERICH LREVEERRZR LT,

BEERORREGIE 243% (17/704), BRELOARBEOIVEECELVEEEROHERES
138.6% (6/704) THoTzo

FTo LSFX 75 mg BEIRSEDEFRE S, BISERER, FERERSJUOERMEKOVINOME
fCHBB/MTBRELLN 2 ZBATHY, REFGHEMBTEIEE SN

AR DERNS, LSFX 75 mg 1 B 1EERSIE, WIThOWNRERTERVEMEREEEREER
TENHEREIN, REWICHARETMBEROSNGN >l &, KT DIWRERMIT HHEMZT
MO SN £H5, BERRGERBREBRIMECERMDBVEAICESBLDEEZ SN

Key words: lascufloxacin, otolaryngological infection, clinical trial
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IF &I
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TRUOIEH Z#I%E L7 - miEsmds [Amskik, B
MERST I (EfFHhEk, V) o /8BR, HLBR, WFERER, IR
FIR), ARIEREL, MIRARILER, ~~ F2 Y v ME,
ANEZBE VR, UM, A LA [AST,
ALT, ALP, LDH, y-GTP, CK, BUN, Cr, UA,
Y (Na, K, Cl, Ca, P), TP, Alb, A/Glt,

BAREFREFZRMES Vol 68 5-1

83



84

[RE - BerR] ESMRBRIRIEREICTHIT 5 LSFX O—HRERREER

T-Bil, D-Bil, I, A > <Y >, T-Cho, TG,
YHRE, A& F v Cl, REMmEERE (CRP),

PRI CBESENE, 72 AEETE, 7 b 2, I, NAG,

Alb) o

F 7, BERMRATOFENEH B TNS v oA v
(M, BRI, i) B X012 FELEROHE
b FEHE L7z,
6) BEER

BEOAFRE, BREEEMEOZEIZL DR
B 5\ H 72 IR0 BN TR TOFERHR|C
OWTC, HERRYA FBH, HEE HEE G
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Subjects who received the
study drug - N
All subjects 70
Otitis media 16
Acute otitis media 13
Acute exacerbation of 3
chronic otitis media
Tonsillitis 28
Laryngopharyngitis 26
Per protocol set (PPS)
All subjects 66 *Short treatment period 2
Otitis media 14 'Use. of Prohibited concomitant 9
medication
Acute otitis media 12
Acute exacerbation of 9
chronic otitis media
Tonsillitis 28
Laryngopharyngitis 24
Bacteriological per protocol
set (BPPS)
All subjects 56 *No causative organism identified before 10
Otitis media 8 or after treatment
Acute otitis media 7
Acute exacerbation of 1
chronic otitis media
Tonsillitis 26
Laryngopharyngitis 22

Fig. 1. Flow diagram of patient distribution
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PERRIT R SR & LTI L 720
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Table 1. Background characteristics of the patients (PPS)

Otitis Laryngophar-

. Tonsillitis L All subjects
media yngitis
(N=14) (N=28) (N=24) (N =66)
Ttem n (%) n (%) n (%) n (%)
Sex Male 6 (42.9) 14 (50.0) 8 (33.3) 28 (42.4)
Female 8 (57.1) 14 (50.0) 16 (66.7) 38 (57.6)
Age (years) <65 10 (71.4) 28 (100.0) 20 (83.3) 58 (87.9)
>65 4 (28.6) 0 (0.0) 4 (16.7) 8 (12.1)
Mean 42.4 35.0 45.4 40.4
SD 22.8 10.9 15.6 16.2
Height (cm) Mean 161.89 164.32 161.52 162.79
SD 10.07 9.06 7.63 8.76
Weight (kg) <40 1 (7.1) 0 (0.0) 0 (0.0) 1 (15)
>40,<60 6 (42.9) 15 (53.6) 14 (58.3) 35 (53.0)
>60,< 80 6 (42.9) 10 (35.7) 9 (37.5) 25 (37.9)
>80 1 (7.1) 3 (10.7) 1 (42) 5 (7.6)
Mean 58.69 60.25 57.63 58.97
SD 12.45 12.22 1148 11.88
Infectious disease Acute otitis media 12 (85.7) - - 12 (18.2)
Acute exacerbation of 2 (14.3) - - 2 (3.0)
chronic otitis media
Tonsillitis 26 (92.9) 26 (39.4)
Peritonsillitis --- 1 (3.6) - 1 (1.5)
Peritonsillar abscess --- 1 (3.6) --- 1 (1.5)
Laryngopharyngitis - - 15 (62.5) 15 (22.7)
Pharyngitis -— - 9 (37.5) 9 (13.6)
Severity of infection Mild 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Moderate 6 (42.9) 23 (82.1) 24 (100.0) 53 (80.3)
Severe 8 (57.1) 5 (17.9) 0 (0.0) 13 (19.7)
Duration of treatment <7 days 6 (42.9) 21 (75.0) 20 (83.3) 47 (71.2)
>7 days 8 (57.1) 7 (25.0) 4 (16.7) 19 (28.8)
Observation side Left 8 (57.1) - - 8 (12.1)
Right 6 (42.9) 6 (9.1)
Antibacterial used within 7 days No 13 (92.9) 23 (82.1) 23 (95.8) 59 (89.4)
before the start of the study treatment Yes 1 (7.1) 5 (17.9) 1 (4.2) 7 (10.6)
Complication No 4 (28.6) 8 (28.6) 5 (20.8) 17 (25.8)
Yes 10 (71.4) 20 (71.4) 19 (79.2) 49 (74.2)
(%) = (n+N) X100
Table 2. Reason for treatment discontinuation
Infectious disease Otitis media Tonsillitis Laryngopharyngitis All subjects
Subjects enrolled 17 28 26 71
Subjects who received the study drug 16 28 26 70
Subjects in which the study drug was discontinued (%) * 2(12.5) 2(7.1) 3(11.5) 7(10.0)
Adverse event 1 1 1 3
Progressive disease 1 1 2
Withdrawal by subject 1 1 2

* Discontinuation rate (%) = (Subjects in whom the study drug was discontinued/Subjects who received the study drug) X 100

ThY), HENRLE o7z, HHl % 8 HM DL Bk J Bk %€ T 25.0% (7/28 f8), WHEH - WEIH %€ C 16.7%
HanzB8E5EoH G, PHET1% (8/1441), (4724 1)), 4TI 288% (19/66 f5]) TH -7z,
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Table 3. Clinical efficacy at the end of treatment
Clinical efficacy Efficacy 95% CI
Infectious disease N Indeter- rate
Excellent Good  Fair  Poor " ) erer « Lower  Upper
minate (%)
All subjects 66 38 22 5 1 0 90.9 81.6 95.8
Otitis media 14 8 5 1 0 0 92.9 68.5 98.7
Acute otitis media 12 6 5 1 0 0 91.7 64.6 98.5
Acute exacerbation of chronic otitis media 2 0 0 0 0 100.0 34.2 100.0
Tonsillitis 28 18 7 2 1 0 89.3 72.8 96.3
Laryngopharyngitis 24 12 10 2 0 0 91.7 74.2 97.7
*Efficacy (%) = Number of (Excellent + Good) /Total number X 100
Table 4. Clinical efficacy on Day 3 of treatment
Clinical efficacy Efficacy 95% CI
Infectious disease N Slightly Indeter- rate
Excellent Improved Unchanged . * Lower  Upper
improved minate (%)
All subjects 66 1 13 46 6 0 21.2 13.1 32.5
Otitis media 14 0 2 10 2 0 14.3 4.0 39.9
Acute otitis media 12 0 2 9 1 0 16.7 4.7 44.8
Acute exacerbation of chronic 2 0 0 1 1 0 0.0 0.0 65.8
otitis media
Tonsillitis 28 1 6 19 0 25.0 12.7 43.4
Laryngopharyngitis 24 0 5 17 2 0 20.8 9.2 40.5
* Efficacy (%) = Number of (Excellent + Improved) /Total number X 100
Table 5. Clinical efficacy on the 7th day after the end of treatment
Clinical efficacy Effica- 95% CI
Infectious disease Indeter- cyrate
Excellent  Good  Fair  Poor . % Lower  Upper
minate (%)
All subjects 61 42 14 5 0 0 91.8 82.2 96.4
Otitis media 13 11 2 0 0 0 100.0 772 100.0
Acute otitis media 11 9 2 0 0 0 100.0 74.1 100.0
Acute exacerbation of chronic otitis media 2 2 0 0 0 0 100.0 34.2 100.0
Tonsillitis 26 18 4 4 0 0 84.6 66.5 93.8
Laryngopharyngitis 22 13 8 1 0 0 95.5 78.2 99.2

* Efficacy (%) = Number of (Excellent + Good) /Total number X 100

(3) ERRZNR
FEFMEH TH 5 EOT B A ZE % Table 3
IR T o R TOHERZIL 90.9% (60/66 1) T -
7oo WEBNOERZIL, HEHTI29% (13/1441),
bk 25T 89.3% (25/28 f51), MHEH - MEIH 4T 91.7%
(22724 181) Thotzo B, WKED ) LIEHSE
% B L ORRERIREICOW X, 2heh [H
Ml BLU [FEH] Th o7z
RIGHHIEE Th 215 3 HROUEF % Table

412RT o ME ST 14.3%(2/14 B1), k4T 25.0%
(7/28 f5), WHGH - MEBE 2 C 20.8% (5/24 f1) TH -
720 F72, TOCK DA % Table 5128 T, H
H4£T1000% (13/13 #1), Rbk7E T 84.6% (22/26
B, WHEE - MEEHIET 955% (21/22 B1) TH -7z,
(4) HMEMFHTNR
1) EEREODBEES KUERIRZ S
BRICLD SN2 ERE E 215 0 LSFX
WZx 3 2 &% Table 6 128§ EARBENE L, S.
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Table 6. MIC distribution of the clinical isolates (All subjects)

Causative organism LSFX MIC (sg/ml) Total MIC range MICoo
<0.008 0.015 003 006 0.2 025 05 1 2 4 missing (ug/mL)
Gram-positive bacteria 1 9 15 7 5 2 3 42 <0.008-0.5 0.25
Enterococcus faecalis 1 1 0.12
Staphylococcus aureus 1 9 10 2 2 1 25 <0.008-0.5 0.25
MRSA 1 1 2 0.015-0.5
MSSA 1 8 10 2 2 23 <0.008-0.25 0.12
[-hemolytic streptococci 1 1 2 0.03-0.06
Group G streptococci 4 1 5 0.03-0.06
Streptococcus pneumoniae 1 1 0.5
PISP 1 1 0.5
Streptococcus agalactiae 1 1 2 0.06-0.5
Streptococcus pyogenes 4 2 6 0.06-0.12
Gram-negative bacteria 5 3 5 1 1 1 9 25 0.03-4 2
Escherichia coli 1 1 0.12
Haemophilus influenzae 5 2 2 1 7 17 0.03-0.5 0.12
BLNAS 3 1 1 5 0.03-0.5
BLNAR 1 1 2 0.06-0.12
BLPAR 2 1 3 0.03-0.12
Haemophilus haemolyticus 2 2
Moraxella catarrhalis 1 2 3 0.06-0.12
Pseudomonas aeruginosa 1 1 4
Stenotrophomonas maltophilia 1 1 2
Anaerobic bacteria 7 8 4 3 4 2 7 35 0.12-4 2
Eggerthella lenta 1 1 0.12
(Eubacterium lentum)
Peptostreptococcus micros 2 2 1 5 0.25-2
Porphyromonas endodontalis 1 1
Prevotella spp. 1 1 1 3 0.12-1
Prevotella intermedia 4 1 1 1 3 10 0.12-2
Prevotella melaninogenica 3 3 2 8 0.25-0.5
Veillonella spp. 1 1 1 1 4 0.25-4
GNR-anaerobes 1 1 1 3 0.12-4
Total 1 9 20 10 17 10 8 3 5 3 16 102 <0.008-4 1

aureus 25k (methicillin-sensitive S. aureus :
MSSA 23 Bk, methicillin-resistant S,
MRSA 2 #, MICy 0.25 ug/mL), H. influenzae 17
¥k (B-lactamase negative ampicillin sensitive ;

BLNAS 5 #, BLNAR 2#:, BLPAR 3%, 50D
7 BRiE MIC ##1%E, MICw 0.12 ug/mL), Streptococ-
cus pyogenes 6 ¥ (MIC range 0.06~0.12 ug/mL),
M. catarrhalis 3 % (MIC range 0.06~012 pg/mL)
% TH Y, AEl S pneumoniae 1 1 #k (PISP, MIC
05 ug/mL) OBRDITHETH - 7255, Fi KERE PR
AR TR O FE B A3 B 4% & IHEH - EBH2E T4 1

aureus -
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BLO 3B BNz BEAVER IS YT
%<, Prevotella lBI3 &K T 21 % (MIC range :
0.12~2 pug/mL) 2% 7z,

Z S B SR I B G D 31 B R R B L g
3 A REEDOPLH IR BRI T o 7275, S. aureus
& S. pneumoniae T (% levofloxacin (LVFX) JE &
ZURRAHUR &N, S, aureus 25 BRIZH$ % MICy
13 LVFX 8 ug/mL, garenoxacin (GRNX) 2 ug/
mL, sitafloxacin (STFX)05 pug/mL, S. pneumoniae
1BRIZH9 5 MIC 13 LVFX 16 ug/mL, GRNX 1
pg/mL, STFX 05 pug/mL THho7zo F7z, fiF
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Table 7. Microbiological effect classified by the causative organisms and MICs (Otitis Media)

Causative organism LSFX MIC (sg/mL.) Total Eradication
<0.008 0015 003 006 012 025 05 1 2 4 missing rate (%)*

Gram-positive bacteria 1/1 1/1 2/2 1/1 5/5 100.0

E. faecalis 1/1 1/1 100.0

S. aureus (MSSA) 1/1 1/1 2/2 4/4 100.0
Gram-negative bacteria 1/1 1/1 1/1 3/3 100.0

E. coli 1/1 1/1 100.0

H. influenzae (BLNAR) 1/1 1/1 2/2 100.0
Anaerobic bacteria 1/1 1/1 100.0

P. micros 1/1 1/1 100.0
Total 1/1 1/1 2/2 1/1 2/2 2/2 9/9 100.0
(%) 100.0 100.0 100.0  100.0  100.0 100.0 100.0

* Eradication rate (%) = Number of (Eradicated + Presumed eradicated) /No. of organisms X 100

MEHITHD -7 7 7 L RPLEE, ~7aI4F
SPUEEED S aureus B & O H. influenzae (25t
% MICwZ, Z1Z1 cefcapene (CFPN) 2, 4 ug/
mL, clarithromycin (CAM) >64, 16 ug/mL, azithro-

mycin (AZM) >64, 4 png/mL T&» 1Y), S. pneumo-

niae |2 & 3 % MIC i3 CFPN 025 ug/mL, CAM
>16 pg/mL, AZM >16 ug/mL T&H > 72,
2) FRRERIDEERE

i ER] A 31 D B A W o7 B D SR % 5 BRI LS Tables
T~9 1R S o BERRIC X0 FE L7 JE K B o9 2
L, PHETIZZ T LAEHER TS/, 77 4B
TEW T 3/3 8, HAMRTLIHKTHY, wWIho
JFERBETH MIC 12012 pg/mL LFTH -7 (Ta-
ble 7)o Ik TIX, 7T L BEHER T 100.0% (24/24
), 77 LBV T 100.0% (11/11 #k), BEEMER
TI1E96.0% (24/25#%) Td -7z (Table 8), F 72,
MHEE - MEBEZE T, 7T 2 BMEH € 100.0% (13/13
¥, 77T ABEMERT 100.0% (11/11 #%), #EEMERE
TH 99 TH o7z (Table 9)o
3) BERDEIELER

BEBOWAEY IR R % Table 10 12777, &
HAE 2 OB LRI, P H % T 1000% (7/7 1),
k2T 96.2% (25/26 1), WHEH - WEEH T 100.0%
(21721 B1) TH -7z
4) REERIDEME

JE KB 5 0 EOT KE 12 3815 % 4 %)% % Table 11
2R o IR B O A %) 213 AR R e T 92.0%
(23/2561) THY, 0 b H BIHWEREEO 3
ERFENEIZOWTIE, S aureus M EE DO HRD

HY8/9 5, S. pneumoniae, H. influenzae, M. ca-
tarrhalis, S. pyogenes M EH T3 ity 461
[B%] THhoizs

BEROR AL 31 B A S 225, &k T 87.1%
(27/3101) OFEFEIREN, WTFNORREIZS
WTH RV ERRRD R ERR S 7z
(5) Z=eMOFHH

KIGERIC BT 2 HEFL %L Table 1212777, A
ERLOEHE A 243% (17/706) TH Y, A
B L ORRBRD TR E T E 2 WA ERROFEBIE
H1286% (6/7041) TdH o720 2% L L BH I
FPLAERRIE, TH, b)) ve 8,
RPEABETH Y, O3B EE1E 29% (2/70
Bl) Thotze [REIOFEEFRZIFEOLNT, [H
EE| OFEFELN86% (6/7061), [HE] OF
EREH171% 12/7061) OBFIZHEH L7, &
HHRIZWeo G FERRIT 2HICED HN, R
3, BEEK EALVSRZADBE 16114 Th - 720
D9 b, FEBIEREEEMSIC X ) IRERE L
DREEBRATETE RV EHEI SNz, wIhd
HIEEIE [HE] TH), WHERETH 72, K
AERICBVWTHTHI B L UVEELFERRIIED S
Nhroiz,
2. AR ITIEORE

LSFX OB LM S AR & 15 o SE i
B, 7 b ONIZ O/ M4 L% Table 13 127R
$ o LSFX DM/ IMAEREE L, B SEREC 212
+1.11, HEHMET204+183, HEFERHME T
2760784 (P + fHERAE) Tholzo HES
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Table 8. Microbiological effect classified by the causative organisms and MICs (Tonsillitis)

Causative organism LSEX MIC (g/ml.) Total Eradication
<0.008 0015 003 006 012 025 05 1 2 4 missing rate (%)™

Gram-positive bacteria 5/5 8/8 5/5 4/4 2/2 24/24 100.0

S. aureus 5/5  4/4 2/2 11/11 100.0

MRSA 1/1 1/1 100.0

MSSA 4/4 4/4 2/2 10/10 100.0

f-hemolytic streptococci 1/1 1/1 100.0

Group G streptococci 3/3 3/3 100.0

S. pneumoniae (PISP) 1/1 1/1 100.0

S. agalactiae 1/1 1/1 2/2 100.0

S. pyogenes 4/4  2/2 6/6 100.0

Gram-negative bacteria 1/1 1/1 1/1 /1 1/1 6/6 11/11 100.0

H. influenzae 1/1 1/1 5/5 7/7 100.0

BLNAS 1/1 1/1 100.0

BLPAR 1/1 1/1 100.0

H. haemolyticus 1/1 1/1 100.0

M. catarrhalis 1/1 1/1 100.0

P. aeruginosa 1/1 1/1 100.0

S. maltophilia 1/1 1/1 100.0

Anaerobic bacteria 6/6  4/4 4/4 3/3  2/3  2/2 3/3 24/25 96.0

E. lenta (E. lentum) 1/1 1/1 100.0

P. micros 1/1 1/2 2/3 66.7

Prevotella spp. 1/1 1/1 11 3/3 100.0

P. intermedia 4/4 /1 121 2/2 8/8 100.0

P. melaninogenica 2/2  3/3 1/1 6/6 100.0

Veillonella spp. 1/1 1/1 2/2 100.0

GNR-anaerobes 1/1 1/1 2/2 100.0

Total 5/5 9/9 5/5 11/11 4/4 7/7 3/3 3/4 3/3 9/9 59/60 98.3
(%) 100.0 100.0 100.0 100.0 100.0 100.0 100.0 75.0 100.0 100.0 98.3

* Eradication rate (%) = Number of (Eradicated + Presumed eradicated) /No. of organisms X 100
RATEBITRILL, B S PERER B T 5 61 15 kB L O H SR IR AGE IS ST w5
T, FEREIRRS B ERE T 5 00 9 1R, I RARALAK 7] %28 GRNX o B S lifeR} 553512 3517 % 5 TIT HEA

R T 5 B 16 1, 4R Tid 15 B 40 14572
HHNT, FRAEERRIIFMICLYEILLE
ZBHND, MBFEE, ALEIC X B, FImERE
o, EZNIMSETH Y, EEEIETRT [ERE]
T, WIFAHO 1 6% bk 2 BB M A B £ 7201
B L7z WIN LR L o WEMRIE 2L
EHIWT S 7z,
n. =8

REREETH S N7z LSFX @ EOT BRIZ BT 5 K
ME (BRI 1, FHETIR29% (13/1461), W
BE9%C 89.3% (25/28 1), WHBH - WEHE 7% T 91.7% (22/
24 1), 41T 909% (60/66 Bl) TdH > 720 M-IE

BRO R EL, HERIIH L 87.2% (41/47 #1),
T 95.2% (20/21 #1),
850% (17/20 B) L&\ ENT W DY, HIEDLE

YRR TS

ETELZWVWL OO, R CTIIEIEEDNE
FH 7%,

i Bk J] P 5 @%ﬂ%hI%#FW*

S R W B 5%

nNTwW/-2:ta2EETSLHE, GRNX 12
%A A

STFX O fif

20 Tﬁl) EDOHEN R ENTBY?,
HIZFEFRDOFAMESFENI2b D EER BN,
%i%%%@ﬁ@@%ﬁﬁ%f@,%ﬁﬁ—NK

WAk
aF
ESEYNY oy

FONIbDEEZ LMD, if_I_JL<,
RAD AL, B2k E 28T 878% (43/49

SRR I B & OV EIRIESE 25 T 95.0% (19/
AHEFIhE b
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Table 9. Microbiological effect classified by the causative organisms and MICs (Laryngopharyngitis)

Causative organism LSEX MIC (sg/ml.) Total Eradication
<0.008 0.015 003 006 012 025 05 1 2 4 missing rate (%) *
Gram-positive bacteria 3/3 5/5  2/2 2/2  1/1 13/13 100.0
S. aureus 3/3 4/4 2/2  1/1 10/10 100.0
MRSA 1/1 1/1 100.0
MSSA 3/3 4/4 2/2 9/9 100.0
[-haemolytic streptococci 1/1 1/1 100.0
Group G streptococci /1 1/1 2/2 100.0
Gram-negative bacteria 4/4  2/2  3/3 2/2 11/11 100.0
H. influenzae 44 1/1 2/2 1/1 8/8 100.0
BLNAS 3/3 1/1 4/4 100.0
BLNAR 1/1 1/1 100.0
BLPAR 1/1 1/1 2/2 100.0
H. haemolyticus 1/1 1/1 100.0
M. catarrhalis /1 1/1 2/2 100.0
Anaerobic bacteria /1 4/4 1/1 3/3 9/9 100.0
P. micros 1/1 1/1 100.0
P. endodontalis 1/1 1/1 100.0
P. intermedia 1/1 1/1 2/2 100.0
P. melaninogenica 1/1 1/1 2/2 100.0
Veillonella spp. 1/1 1/1 2/2 100.0
GNR-anaerobes 1/1 1/1 100.0
Total 3/3 9/9 4/4  4/4 6/6 1/1 1/1 5/5 33/33 100.0
(%) 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
* Eradication rate (%) = Number of (Eradicated + Presumed eradicated) /No. of organisms X 100
Table 10. Microbiological effect at the end of treatment
Microbiological effect Eradica- 95% CI
Infectious disease N . Presumed  Microbial . Presumed Indeter- tionrate
Eradicated eradicated substitution Persisted persisted minate (%)* Lower  Upper
All subjects 56 4 49 1 2 98.1 90.2 99.7
Otitis media 8 3 4 1 100.0 64.6 100.0
Acute otitis media 7 3 3 1 100.0 61.0 100.0
Acute exacerbation of 1 100.0 20.7 100.0
chronic otitis media
Tonsillitis 26 25 1 96.2 81.1 99.3
Laryngopharyngitis 22 1 20 1 100.0 84.5 100.0

* Eradication rate (%) = Number of (Eradicated + Presumed eradicated) / (Total number — Indeterminate) X 100

T Y ADHE EFERIZY, BRTIH SN TWw AR
THEBL N~ 054 F

&=+ 7 = A RPH

AP

T 5 ERFRE O EZMEE T 25780 517z,

Sal[EE &N/z S, aureus,

H. influenzae

oy

% CAM & MICy i\ 31 d 16 ug/mL L ETH D,
CFPN Tl&, S aureus 26 %® 9 H 9 FIPL A=

7L 4278 L MEB2ZSMIC 1 ug/mL ML,
H. influenzae \Zx5 % MICy ® 4 ug/mL & & o
2o THICH LLSFX 2 &8 F /0 v RPLEET
X, RFOWHEIZB VTR EZER Rz Tn
720 7272L LVFX TIZ S. pneumoniae & S. aureus
TR N MEAAFRSO H 1, W33 2 MIC

BAREFREFZRMES Vol 68 5-1

91



[RE - BerR] ESMRBRIRIEREICTHIT 5 LSFX O—HRERREER

Table 11. Clinical efficacy classified by the causative organisms

Clinical efficacy®
Organism Total %P
Otitis media Tonsillitis Laryngopharyngitis
Monomicrobial infection 6/6 4/5 13/14 23/25 92.0
Gram-positive bacteria 3/3 3/3 6/7 12/13 92.3
S. aureus (MSSA) 2/2 1/1 5/6 8/9 88.9
S. pneumoniae 1/1 1/1 2/2 100.0
S. agalactiae 1/1 1/1 100.0
S. pyogenes 1/1 1/1 100.0
Gram-negative bacteria 2/2 7/7 9/9 100.0
H. influenzae 2/2 6/6 8/8 100.0
BLNAS 2/2 2/2 100.0
BLNAR 1/1 1/1 2/2 100.0
BLPAR 2/2 2/2 100.0
M. catarrhalis 1/1 1/1 100.0
Anaerobic bacteria 1/1 1/2 2/3 66.7
P. micros 1/1 1/1 100.0
P. intermedia 1/2 1/2 50.0
Polymicrobial infection 1/2 19/21 7/8 27/31 87.1
2 species 1/2 14/15 5/5 20/22 90.9
3 species 1/1 1/2 2/3 66.7
4 species 2/3 1/1 3/4 75.0
5 species 2/2 2/2 100.0

3 Clinical efficacy = Number of (Excellent + Good) /Total number
b 9% = Number of (Excellent + Good) /Total number X 100

Table 12. Adverse events and their incidence rates

Adverse events Drug-related adverse events
System organ class and preferred term (N=70) (N=70)

n Events %* n Events %*

Total 17 20 24.3 6 6 8.6
Eye disorders 1 1 1.4 0 0 0.0
Trichiasis 1 1 1.4 0 0 0.0
Gastrointestinal disorders 3 3 4.3 2 2 2.9
Constipation 1 1 14 0 0 0.0
Diarrhoea 2 2 29 2 2 2.9
General disorders and administration site conditions 1 1 1.4 1 1 1.4
Feeling abnormal 1 1 1.4 1 1 1.4
Infections and infestations 3 4 4.3 1 1 1.4
Nasopharyngitis 1 1 14 0 0 0.0
Pharyngitis 1 1 1.4 0 0 0.0
Oral herpes 1 1 1.4 0 0 0.0
Ear infection fungal 1 1 14 1 1 1.4
Investigations 9 11 129 2 2 2.9
Alanine aminotransferase increased 1 1 14 0 0 0.0
Aspartate aminotransferase increased 1 1 14 0 0 0.0
Beta-N-acetyl-D-glucosaminidase increased 1 1 14 0 0 0.0
Blood bilirubin increased 2 2 29 1 1 14
Blood creatine phosphokinase increased 1 1 1.4 0 0 0.0
Blood glucose increased 1 1 1.4 1 1 1.4
White blood cell count decreased 1 1 14 0 0 0.0
Protein urine present 2 2 2.9 0 0 0.0
Urine ketone body present 1 1 1.4 0 0 0.0

* Incidence rate (%) = No. of subjects who experienced adverse events / No. of subjects evaluable for safety X 100

BARMLFEREFZRMES Vol. 68 S
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Table 13. Concentrations of lascufloxacin in the otorhinolaryngological tissues and plasma, and the tissue-to-plasma con-

centration ratios

Tissue Plasma Tissue/plasma
Tissue ) Concentration” ) Concentration”  concentration
Time (h)? Time (h)® .
(ng/g) (ng/mL) ratio
Mucous membrane of paranasal sinus 1.08-1.73 265+ 322 1.08 - 1.78 98.6 £ 110 2.12%1.11
Mucous membrane of middle ear 1.45-1.50 530 = 392 1.45 - 1.50 343 £403 2.04 £ 1.83
Faucial tonsil 1.00-1.47 609 * 427 1.00 - 1.47 246 £ 174 2.76 £ 0.784

4 Range (N =5)
b Mean = SD (N =5)

BIUOMIColEZNEN16 B L8 ug/mL TH-
T2 lmn, IS T T ABEEOBES SIS
SEE 72 IR E SRR G O, LVFX
DOFFITE ESVE L %2 517z, 72 B S. pneumo-
niae & S aureus (2% 3 5 LSFX O HLH I 1, &F
fliL7z% 7 0 v RIEOF TR D> 720

LSFX OJEHE BN B 2 AEWF 3R (HiH
&H) %, FEMEO 7T LHEEREE 7T LBERE T
WENOFRERIZBVTD 1000% (12 42/
428k, 25/25%k) THolz. Tz, HEEMHETH &
RTO971% (34/35%k) TH Y, FEEEOMMEIZ X
SR WRTH ISR S 7z,

EHIARBCIIWTNORBICB VT BN
EREBEOHENEL , BRI TIE Mo 8 H
DLEICHIS S % 21 BRI RS &, £ o)
BHE TH o 7205, AREFIT B G EE 92.0%
(23/25 f81) & EFOR K G B 87.1% (27/31 61) @
MTRKELRZET% L, LSFX W omREIcH L
THEVERREEZ R LIz, SRz
FERAE, B SRR I GAE O SR R & 7% 5 4
o7 o nEE, 77 ABNE, BEMERE %)L <
J1N—=F 2% LSFX Q@Y R PW AR M T LB X
O WHLREE S SN T b D LE 2 b,
TEMEIZOWTIE, G L ORRBROA KE
b WHERHFOFEHE G 243% (17/70 #1),
BEEE L ORBBRIEETE 2 WEERZOREI
HE51286% (6/70B) TH o720 2% LLEDHEE
B L-AEERRIE, T, e v e CHn,
FREPEABGEDORTH Y, F /0 RPRIE TR
SN, HEREHRE L &Y ORIER AR T
IERBO BN o7,

HMRERATICB 9 2 AT Cld, LSFX 75 mg Hi[l#%
I 51 1~2 FERC BT 2 Bl S PRI, o B ORG R

B L OOHE RS LSFX i O F i+ h
21265, 530, 609 ng/g T, I D& &I[MAFEFEE
DOFEEIEFNZFN 986, 343, 246 ng/mL TH -
72o AFBRTIX, TNFETICHERS @RS
B2 EERS THREBY & LT LSFX o 4 ik
FEDMI AR D B B C U die g AT TP R L0
LTV hho 20 AR S s b 00, HMik/
MAEEEIITVTNR D 25282 THY), LSFX OH
SIEMERHHLAR AR 9 2 B 2 BATIE AR & L7z,
FHIC L FABROBE AT DI T B A%, ML/ f4E
LT GRNX T RIS AS 1.03+0.39, HH
Fi 25 1.04+038 B & OF 11 25 e b MLk 25 161 =
024", F72STFX TlXHH R AT 1407, L3H
AR AS 1L1+08, fiEARiEEA 1605 B L U1
LR D 18204 £ OWEY A 2 EN TV 5,
IS & HRT, AHFE GRNX ® STFX &
& F 7z 2D EOMBRITEEZE L TCnD L%
ZbNb,

PlEosE a6, LSFX 75 mg 1H 1 [a# 513,
B SRR RIS G E O T 2 JE IR 123 L TRl
BPHEEAA L, WINONREETLEVER)
RKOHHEEFELRT LR INZ. waetticd
KREGMEIRDO SN o2k, F2Z2ORE
®EMT D MBRATESHR SN2 LS, BH
%, FbkgEd & OWHEE - MESH % 2 & o B SRR
WUEGETGIF I B\ TRANTE A0 &R & 7%
LHL0EEZ LN,

W EE

RABROERICHE L, HBREEEME LTI
W2 E F L T RAERR O R E AL M 0 S A T 12
E L (e, SBRER LR OFTE)

B AL 2 ) = v 7 WAER, i K
W& BRI BHER, BEREE A RS E
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REIRFD, =R E SR =R, AR AR
MESMEER MaRs, 3)hrbr)=v7 I
JNEY, ELREEE NSRRI ke 7
S, BRI N RCH X P B SR i L5
FMIAE CHE - RIS AR D
BRABEHE L, AR ZIIARBROEFHEMER L
LT, NINFZE L CBREH— P REmE LT,
PRI XM T N4 =L LT, SR
AR T RoONA =& LT, FFEAE—13 Y ERE
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Open-label study of lascufloxacin in patients with
otorhinolaryngological infections
—Efficacy, Safety and Tissue Penetration—
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An open-label, non-comparative study of lascufloxacin (LSFX) was conducted in patients with otorhino-
laryngological infections, and its efficacy and safety were investigated. The target diseases in this study
were otitis media, tonsillitis, and laryngopharyngitis; LSFX 75 mg was administered orally once daily for 7
to 14 days. In addition, we examined the drug penetration ratios of LSFX into the otorhinolaryngologic tis-
sues.

The overall clinical efficacy rate at the end of treatment (EOT) as the primary endpoint was 90.9% (60/
66). The efficacy rates by the target disease were 92.9% (13/14) in the patients with otitis media, 89.3%
(25/28) in the patients with tonsillitis, and 91.7% (22/24) in the patients with laryngopharyngitis. In regard
to the secondary endpoints, the clinical efficacy rates on Day 3 and on Day 7 after EOT were 14.3% (2/14)
and 100.0% (13/13) in the patients with otitis media, 25.0% (7/28) and 84.6% (22/26) in the patients with
tonsillitis, 20.8% (5/24) and 95.5% (21/22) in the patients with laryngopharyngitis, respectively. The micro-
biological effects (eradication rates) were 98.1% (53/54) overall, 100.0% (7/7) in the patients with otitis me-
dia, 96.2% (25/26) in the patients with tonsillitis, and 100.0% (21/21) in the patients with laryngopharyngi-
tis. LSFX yielded high eradication rates for all the causative microorganism isolated, regardless of the
bacterial species. The incidence of adverse events (AEs) was 24.3% (17/70). The incidence of AEs for
which a causal relationship could not be ruled out was 8.6% (6/70). Single administration of LSFX 75 mg
was confirmed to have favorable tissue penetration, since the tissue-plasma concentration ratios exceeded
2 in all of the tissues, including the sinus mucosa, middle ear mucosa and palatine tonsil.

From the above results, including the highly favorable clinical and microbiological effects, good safety
results without major problems, and good tissue permeability, it is considered that LSFX is a useful agent
for the treatment of otorhinolaryngologic infections.
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