BIEfExBEICH TS lascufloxacin &
levofloxacin D Il B —EERLEBELER

25 )W FHZ - #aY - Bl —18Y
FiE 5= &H I@“%ﬁ B
) BRBAFAFRERFAATINE SRR - EERARS

! BIRASESIE SRR

)RR EREN KPR
Y RIBAS S I - BRI

) RIFRACBEER
O B RAL RIS 5 —
7 MR D F AR SRR

ZHHE:2019F 108308 =EH:20200F2825H

FRF/ OYVRMEE TH B lascufloxacin (LSFX) D2 MBIREXAS JUIBHREISEXZMEERR
BICHNT2BMES S UREEEZREI T2 LZBHNE LT, levofloxacin (LVFX) ZXfRE LIE Il
BEERERNEFAC_ESRLTHBALEERZ R LT, LSFXEBTIZLSFX75mg7%Z 18 1,
LVFX BTl LVFX 500 mg = 1 B 1 [E, \WIh& 7 BREEORSE LT

FEHMIBR THHIRERT - RIEROEMIRIE, LSFX BT 84.8% [117/138 4 (95% {SHEXFA :
77.9~89.8%)], LVFX BT 84.6% [110/130 % (95% {E3EXFE : 77.4~89.8%)] T&H ", LVFX 500 mg
I3 % LSFX 75 mg DIELMDRIEE N, REHRT - L7 BERDOBIAEIE, LSFXEFT45% (5/
112 %1), LVFX BT 5.6% (6/107 ffl) THote.

HWERERNDOHMEMFHRR (RM=R) (£, LSFX B£92.3% (60/654), LVFX B 95.5% (64/67 )
THote, RREROMEMFINR (BEERE) I, 75 LBMEED LSFX B 100.0% (37/37 #%), LVFX
B£972% (3536 %K), ¥ T LIEME A LSFX B 91.4% (32/35#F), LVFXB£93.8% (30/32#F), @&
MDA LSFX 8% 83.3% (15/18 #F), LVFX B 100.0% (21/21#k) TH o'z,

BEBRORIREIL LSFXFFT 20.0% (28/14041), LVFX BT 22.3% (31/13941), BIFRDORIZER
I&, LSFX BT 5.7% (8/1406l), LVFXEET10.1% (14/1394l) THolee D> LBHREEDENER
FHIRE(L, LSEXEETI1HI14 (07%), LVFEXEETBHIIH (5.8%) ThY, RLABIUVEELGESE
BRI, VWIThOBETLROSNED O,

NEDRHESLY, LSFX75 mg D 1 B 1 ER5IE, SRRISEAS S CIEHRISEXORMIBEREE

BEICBWLWTLVFX 500 mg D 1 B 1 [ERE LEZOEVEMEEE2MZH L, HIcBERESICHE
LTLYR2MDBWVIFRNEE CH D LEZ SN

Key words: lascufloxacin, sinusitis, controlled study, levofloxacin

lF &I Streptococcus pneumoniae , Haemophilus influen-
..................................... sae. Moraxella catarrhalis T 0 M. 5 1° &
B SR e G e (2 B A FRM 2 R, i Tl I NS 12N 2 T Staphylococcus aureus =

ERBRERETMK s f 8-35-1
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[RE - BRrR] BISPRAEEICHIT S LSFX & LVFX DHEE R

BEEMEE B2 2 570, 2 d 9 b S pneumo-
niae & H. influenzae |32 MR SIS, SR H 4%
2B 2 2 KBEBEFTH L70%, EFEDOIETIEmE
EDIIR= V) VIR AEEM L TB Y, penicillin-
resistant S. pneumoniae (PISP),
S. pneumoniae (PRSP), B-

lactamase negative ampicillin resistant H. influen-

intermediate

penicillin-resistant

zae (BLNAR), B-lactamase positive ampicillin re-
sistant H. influenzae (BLPAR) 7z &ANE#E DK
ERMEE RV OOH LY, T, BHOR HIE
KW HROBH T, S aureus FEAPEAET BN
AF T 4V B & o THEABO IR A 712
ERSS, FEEED RS EPEBILOREIZ
o TOAHRELHESINTEY, ZhbHo
JERB I L CTEWHE A 2R L, AR
HORFENLEND

Lascufloxacin (LSFX) 1, 8RN SHIC
LA SN 0 s RPTHESETH B, KH)
(IR - B SRR SHOSUE GE 0 72 B R 2
xF L# L CHWILIRIESE A A L, 55127 T 2B ER
IZBWTF  u Vit o E L 212 <, BEAF
DF /0 2 RPEEEIZ B BRI LT
B 2PREEZ R, 72, TRETIZHEBS
NIZHRIRFEBROKE R L0, RANL, ik & OH 5K
ERHHIRANORATHICEN, 215 O~ ORAT
G/ MR, ERRAEOFTHEHNS
EDFER I N TV B (HALFEEER AR ) o BRI AR

(XS B RCPUR ) & B 2 SEMBREO R X D),

RENIBEFORRIEICHREGBEZELIZ THHE
WERIRRIR A 1B5 LD TRETH L L E 2 b, [
IRAEIL 75 mg 1 H 15 & 3w Sz,

Arlnl, B SRR I8 & G E |2k 3 5 LSFX 75
mg 1 H 1 b5 0F%Es L 0 ZetEoksd % H
e LT, Stks L OBREOMR R SR ES %
®5IZ, LVFX 500 mg 1 H 1 H#ESZREE L
55 TI AR E 2 (L — BB BR & 2kt L 72,

RERIE, K BRIE IR B\ iR B A
TEROERE YT AR INI M, ANV UFEE
23D MRBAFEHIB X ONGCP A F I A v
WU CHEML 72 (FRRRBS L © ARG
vy —, B ¢ JapicCTI 152914) .

L NREFE
1. W

ARRBRIE, 2015 4F 6 H 2> 5 2015 4F 12 A2 0T
TAE 44 OEFBEBETHEM L 720 SEBRTH A ~ 13

% ftiax e R AR A L B E MR A TR R & L,

FEGIRUL&HE 125 6], &FF250 Bl HARE L7ze &
R 16 HE LA L 80 m A > i & iE DL o> H A A\l 5
g (BVkRE S 25 F 72 1B R S R 0 2k
WEER) &L, BELFOT AV AEGDEf L
% 2 5N DBIEB] % B < 7260 [ H SRR 5H 55
PIEDIGRFEMD 720D HA ¥ A V2 BEIZ, M
WEGYE & L CO IR RWIEZ:, LT ok
WA TREE SR E L,

IR BREES G- BAG IS (2 SRS 38R % 72D 5

@5R £ 7213 SRS IR £ 72 (AR 2 R 5

@X MRAL F 7213 CT Ak TRl SIE I B 52

ELt ok

ARHERIZT L, REREAREMSESH RO BB
LOHE, FREINLFIEE L ORI, EREE
DR EIZOWTHBICE = FE L TEENT
WCHBIL, BE LD HEBEANOSMCOWTHHER
WX BFEEY CETHZ, 72, 20MEMmOBE
WZOWTIEFIASCE A W CTHIcBI L, KA
Lo emoE R 2R L, HaRFHEE?S b
EBEBFEE. B, F 00 RPUREIOREUE $
TRREELREEHOBELS S 5 EHE, K B,
CIRICEEREREELZH L WL EHE, EEE
TEATHO MRS - AOHEE AT 5 8%, NG
RS ARSI X 2R BT 2 EERYE
BRI L 720
2. JRBRE

EEREE & LT 1 $EH 12 lascufloxacin 75 mg & &
95 LSFX 8, b NI L LTlghI
levofloxacin 500 mg # &/ 3 % LVFX $&% 72,
7, TR LTHEOB R EE Y, FEELHR
PIAHEZ: LSFX 77 2 R B L N LVFX 77 &K
FEx Hwzo
3. BEREDEMT B L UEFBER

BEHEENETE (- - 2kXA&8H1) 28
LSFX#HB L OLVFX HOERME L 1: 1 DL T4
Bl 7y 7 & LCTER L 725 RICHE VB BEE =
FOAHT 7o FEFIVE SR BEEIRO N A 7 A % [
T 5720 Web B8y AT 22 L BB X%
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R L, LSFX # % 7212 LVFX BEICEIRYENT 2175
720
4. ERER

IBBRIEEI S 2 & BRSERTIS, WEBREE I AT
BHEBREE DRI REVE ISR ED e WS & R L
726

5. BEFEB JUREHE

LSFX #1213 LSFX $88 £ ' LVFX 7' 7 & R
D 2%E%, LVFX BIZIX LVFX $E B X ' LSFX 7
TYREED 28 E TN CIAGDEL T TN - &
IR, mEELICIH L ERO#ES L.
RO, KA T4 0% BE IR
EHICTHME L7z Bd, BEFRLOEIUILDY
TBERHEREATE M T 2% VI G R0 £ 72 I EIR DU
DR B NMRBEAR G- DA E R 3565 7 & v AR HE
BRI E IR e PIET AL E LT,

6. HERIEES KUHAZILEE

BRI I, SRR RITTEE RS
N5G720, —MOIHAEL RV 7GERIE DAL OB
3K, PLEWEE, PO, io AV RE, BIBRE
AFuA R p-ro7) y8H koo =—
FIBAF (G-CSF) A, ol (4P
Hlaead), 7VUVIVF—IGEE, MHIERERIE (B
MEfEH % B E LBHET A YY) V#5130
<), IMAEDGHERE O s, FREE S X OV iR
S OEAMERERC), BlSREROREIRICELZ A
THLEGEOMAEEE Lz, 7, 4 H5EH
BT ATRMED D B 720 7 VIV E 0 7 x 2 ERF]
O & EEIE L7z 2o, BEEEOTRIN A LT S

VDLTIVIZTA, HVYTA TN, Bk

W% &3 5 5A], B L OEERE L MEEHZR
SR S B —HOFEHOHH L L2 E5
(2, SEYIRESC RN O RBE - i, BI O
TIA W —FEFEONE S EEE L 72,
7. BE - BIEREE S KURERRE

(1) BEE=

GBREERCG- MG, SCEREIEH, BRIA9ES
Wrth, BROGREEIERE, BRAWERRAL, MEHT R oBi%
il -4, W5, 2EAH, & #AE i
FE, BBHE, BEAIEE - PERDEEDS L OARRERSER G-
ECHT 7 H LI O BUR a2 i L7z R g
72 RN D TR IR I AT & FEft L AEAR O 1 % i
L7
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(2) BRERR

ARSERIL B & OPRSESERUS, BEH R L 72 iR
HEEB L O L 7o ARG EREE IS X D ERR L 72,
(3) EH&kA

BEG-BGHIC X ARMRAT F 7213 CT s & 20t L
7oo X MEARI, BHIIEM B & O Waters . 2 7
MTHE L7z b, BBBMGHTH IR Sz X
BRAL E 7213 CT MO RS 2 E 1L I i i
HTREE L7z
(4) ERPRAEIR

EEEE GG, %5 3 Hik, 57T - dik
# (End of treatment : EOT), B X UFEHOHE
AT 72O RE L2 G4 - ik 7 H% (Test
of cure:TOC) |2, HIMER (Giw, #Hils, &
B, #98) - P R (SRR O FE AR, AL o
JE - ERR, Sita, RER) RHAL
(5) WEMFHERE

BB G BMARET, EOT By, TOC W2 i
Mokt 2 FEfti L 720 Mefkid, BEENIIFE L Tw b
B ERELBEOFRELCWRE L, AT
A e RS (MRS LSI A T 1 =~ A) T
MW ORE, rHE FE, WHEIEZERL, B
EREMSC L0 e SN ERE 35230
bEOHEW) OFHEZMENE LT o720 R
T _TRE L, #HEeEMEIE, Clinical and
Laboratory Standards Institute (CLSI) @ £Fd#1
FENZHE U 7o i A AT B S T L 7o

F70, BGHMBENICEBEREBIZB T, S
pneumoniae DYEAHNT L% v b THEHITET
VOB IR HS (R H - RIS HESR) ORI/
S & T BRI ORER b B TIT o 72,
(6) BEER

AEHZUDGHELZEZG SNBISEZ S, 5
WEIFE L BWHDWIEER L 2 ViEiE (B
THORFELEH 2 &), EREAIWEALL, E
Bt o WEBEROAEIIMbR VW & & Lz,
IR BT 2 EEHOF ML, HAR LA
F YUY 2 A kR4 | 3 X O Common
Terminology Adverse
(CTCAE) Version 40" % & ZH5%E L 720
(7) BRIRIRE

BG-BAGHT, %5 3 Hik, EOT K, TOC FlZLL
T OHH OERRRAE 217V, RN 7240 % BRI

Criteria  for Events
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B E ST RS LSI A 71 20 A) ~N%EAT
L CMllE % FEh L 72,

Mg [FAMmERkE, Himsksm Fdsk ) >
JNER, HLER, WFERER, AFMRFEER), ARMEkEL MR
RIMER, ~~ M2y Ml, NEFOE YR, i,

W], ME A b sRAr [AST, ALT, ALP, LDH,
y-GTP, CK, BUN, Cr, UA, &M (Na, K, Cl

Ca, P), TP, Alb, A/G I, T-Bil, D-Bil, I #%,
A4 A, T-Cho, TG, V) YRHE, v A% F
C, #5E Cerl, SIZIMIEF#A (CRP), FRiA (b
EME, ABENM A bk, I, NAG, Alb)o
8) N2V A> (IE, AR, K8, 125
BOERBE

¥ aaHT, %5 3 H#, EOT B¢, TOC K12l
EL7.
8. FHEAE
(1) BRER%NR

B OB LAAaT) Y IV AT L k5%
2, F5-BtaT, %53 0%, EOTHCBITAH
AR, MEFRE AT TILL, TOMBI LU
JE& KD, 5 3 HEB L UG TR O FRR )
w [, TAR], TRa#], MER] o 4 BR
THIE L 720 £72, EOT B BRENEAY [F5) ] 5
LU TAH®] oERITIE, 57T & TOC B o
HRAEIR, ML R OHERE 5> & Kb 7- BRI R e % [ 3
W THER] [RRHER] [HR)] o 4 BRFETHEL,
HROBFEZHE L. 7B, REETRHRICHON
WE (BRPUHEE) & v Tl & kit L 75 pid [
EARE] & L7z,
(2) WEMFHZHR

[P 2 R AHE |2 8 ) 2 FIrHLHL AT 35 o0 B R A
(M) | W% BE2, EOT Ko kY s i %) $
*BEHETE, BIUOBESNEREZ EIHZEL
7oo TOBE, WERE BB RN (FH L)
WZowTid [THS, THEmEmdkl, TRseREE], T
el [HEEfrsel, THEARE] © 6 BRE, JEKRE 5
A RN RAE IS, THEEM R, THfe ), THE
B, THERE] o5 B CHE L7,
() BEEER

HERFOEREEL, [EEMEFEORWEHOERE

FEHHLAEIZOWT] e B EI [RE] [HhEE]

[ @ 377 THIE L 7zo REREE & ORI
F L] TdshbLlniw] [0 ] o3 EHR

THEL, FRBERS [Hh] 2 (500 L
Nzl EHESINTHEERR 2 BREIC L 2EI1F
& LTH) o7z,

9. FEMIDEHKRL

BRI, RERANRE AT CRERL S 5 HAHES]
Miat a2 ixiE L, GEREEEMSEDEHG L 7266 &
& OFENE, ARNEEE - B FRRR, A
MO Z G % MRt L7z BEFRASFEE L 72 FIHIZD
WU, RBREEE A F 72 R BRI R A
11wy, BRI T_COERN BT 2 Bk % [E 5%
L7
10. #REHREART

BIED F72 2 fEHT RN, (GERTFE T |28
A LS4 (Per Protocol Set @ PPS) & L7z
UEY) F 1) PPS AT REFX, PPS @) L5
Bildh BB 20 IR G AR A5 1 & ) R
PR E S N7z B O 4 (Bacteriological Per Proto-
col Set : BPPS) & L7z

LEVEDORIT A RERE, ARBICEHSN, B
BEEARMA LT NTOBEE Lz, AEFZRIL
ICH EFSESE W HFESE (MedDRA/] Ver 180) @
FEARGRICH AR R THET L 72,

FEEEE X, EOT AT L Lz, T8
A B2 B 2 A HEOBREI BWVWTIE, K58
AICEOT OB 2/ M L, BIWEIR T o
K+ % Mantel-Haenszel £12 & O fi%& L 72 W& 12
B LHEMFEOE (LSFX #- LVFX #) BL %
DM 95% FHX M (CD (Stratified Newcombe
C) #HML7ze HRRDOAEIIBIT S CLOTRA
=10% Z TG R &R ENTHEIL, LVFX
500 mg IZxF§ 5 LSFX 75 mg DO IELPEDMGE & v
Tl AZ L & LT,

BIREFGIE H X, %5 3 HEORMARE, %5
T 7T HRORBMRES, #ERE R B X O R B OB
YRR E L, Enzhomfll 95% CI(Wilson
CDh 28 L7z, b, BRIEL L OWMAEDS:
MRIRAS THIEARE] WS - BEE, AR
B L UOHHERAR OIS B L 72,

I #&R
1. FEBIDIERL

FEBIOHEK % Fig 1 1IR3, RRABRICEFHF S
7z B 279 61 (LSFX B 140 7, LVFX # 139 1)
EONRBRIEDS G- S 7z HBREED G S
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Subjects randomized - N
279
Subjects who received Subjects who never
the study drug - N received the study drug
All subjects 279 0
LSFX 140
LVFX 139
Full analysis set (FAS) -N
All subjects 278 1 Reason for exclusion
LSFX 140 0
LVFX 138 1 * Missing efficacy data
Per protocol set (PPS) - N
All subjects 268 10 Reason for exclusion
LSFX 138 9 * Conflict with exclusion criteria
* Use of prohibited concomitant medication
+ Conflict with exclusion criteria
LVFX 130 8 * Use of prohibited concomitant medication
* Non-compliance with the method of administration
Bacteriological per
protocol set (BPPS) - N
All subjects 138 130
LSFX 68 70
LVEX 70 60

Fig. 1.

Blo 9t 21 B (LSFX B 8 B, LVFX #: 13 61) #%
HEE R L, TONFIE THEEHEROEH] 256
B (LSFX #:4 61, LVEX #2610, [FEROEALF
7ZIEARZE] A 46 (LSFX B 141, LVFEX #:360),
(Bl A e (4Kl ] A% 160 (LVEX B 160, [#ER
HOHRLUH] 276 (LSFX #2461, LVFX 5 6),
[Zofio# b 2361 (LSFX # 141, LVFX #
261) THo7z0

gkt L7257 — % v bid, PPS I3 LSFX B 138
B, LVFX # 130 ozt 268 1 TH b, LSFX #ET

BARCFREFRMES Vol 68 51

Flow diagram of patient disposition.

& [P EESER S (L)) & TRRybsEdEER ] (1
Bl) oFF261, LVEX BETIE M5 WHAE] 3
Bl), [BERAZEESES S ] (46) B X0 (B ik
EIC] (1) OFFSBIAPPS 25yt sz, &
7z, A VERNT R RAEMNNE 279 B (LSFX # 140 1
LVFX # 139 #1), BPPS i 138 % (LSFX # 68 fi,
LVFX # 70 f5l) Tdh o7z,

2. BEEE

PPS 268 Bl12 B} % & 5 % Table 1 IZ/R 7
ML b BRI RERBEDSKE T % 5O, F
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PR EREICHIF D LSFX & LVFX DL

Table 1. Background characteristics of the patients (PPS)

LSFX LVFX
Treatment group _ —
N=138 N=130
Item n (%) n (%)
S Male 55 (39.9) 56 (43.1)
ex
Female 83 (60.1) 74 (56.9)
<65 129 (93.5) 119 (91.5)
65< 9 (6.5) 11 (8.5)
Age (years)* Mean = SD 38.3%14.0 40+13.3
Min 16 17
Max 77 75
Mean = SD 163.22 = 8.87 164.25+8.73
Height (cm)P Min 134.0 142.4
Max 181.0 188.0
<40 1(0.7) 3(23)
40<, <60 70 (50.7) 65 (50.0)
60<, <80 54 (39.1) 46 (35.4)
Weight (kg)° 80< 13 (9.4) 16 (12.3)
Mean = SD 60.82 +12.55 61.25+12.78
Min 38.3 36.0
Max 98.0 96.0
<925.0 103 (74.6) 99 (76.2)
25.0< 35 (25.4) 31 (23.8)
BMI (kg/m?)° Mean = SD 22.69 % 3.52 22.59 £3.72
Min 16.0 14.1
Max 324 35.2
. . Acute sinusitis 123 (89.1) 114 (87.7)
Infectious disease . .
Acute exacerbation of chronic sinusitis 15 (10.9) 16 (12.3)
Mild 0 (0.0) 0 (0.0)
Severity of infection Moderate 83 (60.1) 63 (48.5)
Severe 55 (39.9) 67 (51.5)
Maxillary sinus 123 (89.1) 113 (86.9)
. . Ethmoid sinus 64 (46.4) 70 (53.8)
Infection site .
Frontal sinus 13 (9.4) 16 (12.3)
Sphenoid sinus 3(2.2) 2 (1.5)
<14 57 (41.3) 56 (43.1)
15 < 81 (58.7) 74 (56.9)
Score for subjective symptoms
- b Mean £+ SD 15.1+3.1 155+3.8
and objective findings
Min 7 7
Max 22 24
Mean = SD 6.9+0.5 6.9+0.5
Duration of exposure (days) Min 3 3
Max 7 7
Negati 118 (85.5 110 (84.6
Detection of Streptococcus eg.a .1ve ( ) ( )
. ; Positive 20 (14.5) 20 (15.4)
pneumoniae antigen .
Indeterminate 0 (0.0) 0 (0.0)
Antibacterial used within 7 days No 136 (98.6) 128 (98.5)
prior to the study treatment Yes 2 (1.4) 2 (1.5)
o No 59 (42.8) 51 (39.2)
Complication(s)
Yes 79 (57.2) 79 (60.8)

2 At the time of acquisition of informed consent
b At the start of administration of this drug
¢BMI = weight (kg)/(height (m))?
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Table 2. Clinical efficacy at the end of treatment

Clinical efficacy Efficacy 95% CI Differ- 95% CI
Treatment group Indeter- rate ence®
Excellent  Good Fair  Poor minate (%) Lower Upper (%) Lower Upper
LSFX [N=138] 40 77 18 3 0 84.8 77.9 89.8 —0.1 —88 8.6
LVFX (N=130) 33 77 16 4 0 84.6 774 89.8
2Efficacy rate (%) = No. of cases rated as Excellent and Good/Total number of cases, excluding indeterminate cases X 100
bDifference in clinical efficacy: Clinical efficacy in the LSFX group — Clinical efficacy in the LVFX group
Table 3. Relapse rate on the 7th day after the end of treatment
Clinical efficacy Relapse 95% CI Differ- 95% CI
Treatment group Indeter- rate ence
Excellent  Good Fair  Poor minate (%) Lower  Upper (%) Lower  Upper
LSFX (N =112] 66 41 3 2 0 45 19 10.0 -11 -7 52
LVFX [N =108) 65 36 5 1 1 5.6 2.6 11.7

2Relapse rate (%) = No. of cases rated as Fair and Poor/Total number of cases, excluding indeterminate cases X 100

b Difference in relapse rate: Relapse rate in the LSFX group — Relapse rate in the LVFX group

PERIEE D NIRRT F RS B & CIBGYEEAERE 2 &
R, MEEICREREIED SN0 o712,
3. BahMEEHE
(1) FEBFHMIER : EOT BFOEME

EOT Br DA %% 1%, LSFX % T 84.8% [117/138
B1(95% CI : 77.9~89.8%) ], LVFX #£C 84.6%[110/
130 51 (95% CI:774~89.8%)] TH o720 HIMHE
O M 2 (LSFX B-LVFX #) 13-01% (95%
Cl: -88~86%) T»V, LVFX500 mg 1 H 1A
512084 5 LSFX 75 mg 1 H 1 [l 5 o JE45 1
AEEE X 7z (Table 2)
(2) BIREHEBIER
1) ERERZhER

53 H ko B WA &)1, LSFX # T 41.3%
(57/138 ), LVFX % T 566% (73/129 %I, 1 %
& THEARRE] 720555 Th oz,

TOC Br D F B IL, LSFX #T 45% (5/112 1),
LVFX #T56% (6/107 %) Tdh v, W L I
B THRLTDMERMERFLTBY, FREIR
K- 72 (Table 3)o

EOT HHIC BT AIREES L 0 AR, AlkEl &
[ 9212 BT LSFX B 854% (105/123 1), LVFX
T 86.0% (98/114 Bl), 12 MEREIFIE % O kR E
BT LSFX % 80.0% (12/15 %), LVFX # 75.0%
(12/16 B) TH o720 F72, TOC K2 BT 2Rk
T L ORI, SVERIEERICB VT LSFX B
50% (5/100 B1), LVFX # 32% (3/9561), 18

BARMLFEREFZRMES Vol. 68 S

B SO A2 B W CTId LSFX # 0.0% (0/12
Bl), LVFX #250% (3/12#1) T & 1, LSFX &
FRREIS & 59 W ERIRA R I & OFPRIHI) R 2 7R
L7z

2) WEMFRIZNER
ORREDDBIEE S K UEAIRZ

BPPS 138 6l 9 &, HUME G 0 3% 13 100 51
(LSFX #E50 6, LVFX #5061 THH, ZDH
L, BRI LD FE SN EREONRIE, 7724
Ptk 41 #k (LSFX 21 #%, LVFX 20%k), 77 A
B EH 43 #k (LSFX 25 %k, LVFX 18 %K), Mtk
10# (LSFX 1#;, LVFX9#) TdH o 720 ¥
FW &G 13 38 B CTREO b, 2 T A I G 28 30
(LSFX 12 %1, LVFX 18 %), 3 B LL D& geAs
8% (LSFX 6%, LVFX 2#l) Tdh -7,

s E 2 EE X, S aureus 31HE, S
pneumoniae 26 ¥k, H. influenzae 31 ¥k, M. ca-
tarrhalis I5%CTdH V), TN O ETEWHICH T 5
LSFX & LVFX O#iH 7 (MICw) 1&, £h TS,
aureus C LSFX 0.12 ug/mL, LVFX 8 ug/mL, S.
pneumoniae T LSFX 006 ug/mL, LVFX 1 ug/
mL, H. influenzae T LSFX 006 pg/mL, LVFX
003 pug/mL, M. catarrhalis T LSFX 0.12 ug/mL,
LVFX 006 ug/mL Tdh -7,

QOWERER - RAERIOWMENFHNR (EIHRER)

BB B OBEEY AR R (B EER) 12, LSFX
T 923% (60/65 1), LVFX # T 955% (64/67
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Table 4. Microbiological effect at the end of treatment

Microbacteriological effect Eradication 95% CI
Treatment t
rate
group Eradi- Presumed Microbial . Presumed  Indeter- N
X . Persisted . K (%) Lower Upper
cated eradicated  substitution persisted minate
LSFX (N=68] 11 49 0 0 3 923 83.2 96.7
LVFX (N=70] 21 40 3 0 3 95.5 87.6 98.5

* Eradication rate (%) = No. of cases rated as Eradicated, Presumed eradicated and Microbial substitution/Total number of cases, ex-

cluding indeterminate cases X 100

#l) Tdh o7z (Table 4),

FEHER OB M ERIE, FRENT T ABERED
LSFX #£ 100.0% (37/37 #), LVFX #f97.2% (35/
36 #k), 7T LETER AT LSFX B 914% (32/35 #k),
LVFX # 938% (30/32 %), M %1% W 25 LSFX ##
83.3% (15/18 #k), LVFX # 100.0% (21/21 #) T
otz FRBREOHERZEIZ, S aureus 78 LSFX
#C1000% (15/15#4%), LVFX # T 938% (15/16
), S pneumoniae % LSFX # T 100.0% (14/14
&), LVFX & T 1000% (12/12#k), H. influenzae
7% LSFX T 100.0% (12/12 #k), LVFX #:T 100.0%
(19/19 %), M. catarrhalis 75 LSFX # T 100.0%
(10/10 %), LVFX #T1000% (5/5%k) TdH -7z
(Table 5)
CRRERNDRSER TRICH T H5EME

JEHE RO EOT BRI B 2 HRIRIE, 7T 46
P B g © LSFX #E 89.5% (34/38 f51), LVFX #f
89.2% (33/37#1), 77T A W&tk &4 T LSFX #
88.2% (30/34 %), LVFX # 90.0% (27/30 %), 1
S S T LSFX B 90.0% (9/10 61), LVFX #
750% (12/16 ) Tad > 720 FENB 24 E S 7z
BEOS L, [RRAR] F7203 MR LHES
N7-HBFEITLSFX T8I, LVFXHTI0HITH

D, MEEE DI, WTNOERREICBWTH H=
TE»o 72,
4. REMFHE

HEFGE X ORIEH OB % Table 6 (271
o HEFHRFOBHEIL, LSFX BT 20.0%(28/140
#l), LVFX % T 223% (31/13961) TH - 72, E
FERE I OFH AT, LSFX BETIE [ ] 4764%
(97140 1), T#EEE] % 14.3% (20/140 1) TdH D,
(] OFEFERIIEO SN o7, LVFX #
TIE, TEEID07% (17139 1), [HEE |55 10.8%
(15/139 f), T#RRE] 75 14.4% (20/139%1) T 1,

[ O EFRRIFHLFIEREDO LT, K
BRFAEER AAR 2 & 0 BB & O RRBIARIE 72 L
T SN 7zo EBREOR G-Ik W oo oA ES

5%, LSFX #Ec26 20 (e, BmBkEmd),

LVEX BTl 260 31 (&%, WHiE, W)
THH, WINLERERIL [HE0d Lk
EHESN . AFBRCHTEHB L UOEE R GES
FIIHDO SN o720

BITERH o FEBLE1E, LSFX #T57% (8/140 ),

LVEX #T 10.1% (14/139 i) Td - 720 FBIH 2%
D EoRIWERIZ, LSFX BECIIaF BRI INLs 2.1%
(3/140 #), LVFX #E T3 AP, W25 &
22% (3/139%1) TH o7z ZOfh, LSFXHETT
W, WE, I A v A Y, -7 vy IV b
7 v A7 x7— X8, HEKREA, 7 ov s
VARAT 77— E 16011 (0.7%), LVFX
RECHR 200 24 (14%), Mo, .o, #&kfE, I
YOV E BN, A 2 A BRI, i Y
7 LYEAN, FRREREEM, A EREORA,  EmEREL
WA EHMERIEDE 1B L (07%) 1ZREH B
72. System organ class (SOC) Z#ERDEIWER T
X, BHEEICE T EERDLSFX #C T H 1
B (07%) OATH > 7202 L, LVFX B
TIINEEA, BE, L, WEiko> 8 6 9 14 (5.8%)
2RO b7z, R B EORIERIE LSFX T 6
B 71 (4.3%), LVFX B CT6 6161 (4.3%) & [H
RETH), Eitae, Mikee MBI ESEOMHZE
ZZEENEMEE & DISFRD SN H o T,
n. ==

Al B o e R g i L2 ik 9 A LSEFX 75
mg 1 H 117 HE&EOHGOF RS L OZaet
ERES T B 720, HISRERBHEIZBIT A LSFX &

LVEX O 111 A — = E M b i sl B % 9206 L 7245 54,

LVFX 500 mg {283 % LSFX 75 mg D IELH D
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Table 5. Bacteriological eradication rates corresponding to the MICs of LSFX and LVFX

. Treat- MIC (ug/mL) Eradica-  MICoo
Causative _—
ment . Total  tion
organism <0.008 0.008 0.015 0.03 0.06 0.12 025 0.5 1 2 4 8 16 >16 missing + LSFX LVFX
group rate (%)
Gram-positive ~ LSFX  1/1 5/5 10/10 15/15 3/3 1/1 2/2 37/37  100.0 0.12 )
bacteria LVFX 4/4 10/10 6/6 10/10 2/2 1/1 1/2 1/1 35/36 97.2 ’
Corynebacte-  LSFX 1/1 /1 1/1 3/3 100.0
rium spp. LVFX 0/0 -
LSEX 1/1 4/4 6/6 1/1 2/2 1/1 15/15  100.0
S. aureus 0.12 8
LVEX 4/4 6/6 1/1 1/1 1/1 1/2 1/1 15/16 93.8
LSEX 1/1 1/1 100.0
S. lugdunensis - -
LVFX 3/3 3/3 100.0
[-Streptococ-  LSFX 1/1 1/1 2/2 100.0
cus LVFX 2/2 2/2 1000
LSEX 1/1 13/13 14/14  100.0
8. pneumoniae 006 1
LVEX 3/3 9/9 12/12  100.0
LSEX 10/10 10/10  100.0
PSSP 0.06 1
LVFX 1/1 5/5 6/6 100.0
LSEX 2/2 2/2 100.0
PISP
LVEX /1 2/2 3/3 100.0
LSFX 1/1  1/1 2/2 100.0
PRSP
LVFX /1 2/2 3/3 100.0
LSEX 1/1 1/1 2/2 100.0
others P
LVFX 1/1 1/1 1/1 3/3 100.0
Gram-negative ~ LSFX 2/2 6/6 3/3 12/12 2/2 1/1 1/2 2/2 1/1 0/2 1/1 1/1 32/35 91.4 4 05
bacteria LVEFX 1/1 14/14 4/4 7/7 1/1 0/1 1/1 1/1 0/1 1/1 30/32 93.8 ’
LSEX 1/1 1/1 0/2 1/1 1/1 4/6 66.7
B. cepacia - -
LVFX 0/1 1/1 0/1 1/3 33.3
LSEX 1/1 1/1 2/2 100.0
E. aerogenes - ---
LVFX 2/2 2/2 100.0
LSFX 2/2 6/6 3/3 1/1 12/12  100.0
H. influenzae 0.06 0.03
LVFX 1/1 14/14 3/3 1/1 19/19  100.0
LSEX 1/1 4/4 1/1 1/1 7/7 100.0
BLNAS 0.06 0.03
LVFX 10/10 2/2 12/12  100.0
LSEX /1 2/2 1/1 4/4 100.0
BLNAR
LVEX 2/2 2/2 100.0
LSEX 1/1 1/1 100.0
BLPAR
LVFX /1 2/2 11 4/4 100.0
LSEX 10/10 10/10  100.0
M. catarrhalis 0.12 0.06
LVFX 1/1  4/4 5/5 100.0
LSFX 1/1 1/1 2/2 100.0
P. aeruginosa --- -
LVFX 1/1 1/1 100.0
LSFX 1/1 1/1 0/1 2/3 66.7
others [
LVFX 1/1 1/1 2/2 100.0
Anaerobic LSFX 1/1 4/4 4/4 1/1 0/2 1/2 1/1 3/3 15/18 83.3 1 4
bacteria LVFX 1/1 6/6 6/6 2/2 1/1 2/2 3/3  21/21  100.0
LSFX 1/1 7/7 16/16 19/1919/19 7/7 4/4 1/4 2/2 2/3 1/3 1/1 1/1 3/3  84/90 93.3
Total 1 2
LVFX 1/1 14/14 4/4 7/7 6/6 16/17 13/1312/12 4/4 3/3 1/2 0/1 1/1 4/4  86/89 96.6
Eradication rate LSFX 100.0 100.0 100.0 100.0 100.0 100.0 100.0 25.0 100.0 66.7 33.3 100.0 100.0 100.0  93.3
(%) * LVFX 100.0 100.0 100.0 100.0 100.0 94.1 100.0 100.0 100.0 100.0 50.0 0.0 100.0 100.0  96.6

*Eradication rate (%) = No. of cases rated as Eradicated and Presumed eradicated /Total number of cases, excluding indeterminate cases X 100

HEE N7z, FEEMIEE Tdh S EOT MO HFREIC BEAIRL, AlRISE% T 854% (105/123 #1), |2
BWT, LSFX 1% 84.8% (117/138 f51) o lifi R %5 PERI S 25T 80.0% (12/15%1) &, W hojmhe
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Table 6. Adverse events and their incidence rates

Adverse events

Drug-related adverse events

System organ class and preferred term LSFX (N=140) LVFX [(N=139) | LSFX (N=140) LVFX (N=139)

n Events %* n Events %™ | n Events %* n Events %™
Total 28 31 200 31 42 223 8 9 57 14 18 10.1
Ear and labyrinth disorders 0 0 00 2 2 14| 0 0 00 0 0 0.0
Vertigo positional 0 0 0.0 1 1 07] 0 0 00 O 0 0.0
Eustachian tube stenosis 0 0 0.0 1 1 07| 0 0 00 O 0 0.0
Gastrointestinal disorders 2 2 14 9 10 65| 1 1 07 8 9 5.8
Abdominal discomfort 0 0 00 3 3 22| 0 0 00 3 3 2.2
Abdominal pain 0 0 0.0 1 1 07| 0 0 00 1 1 0.7
Aphthous stomatitis 0 0 0.0 1 1 07| 0 0 00 0 0 0.0
Diarrhea 2 2 14 0 0 00] 1 1 0.7 0 0 0.0
Nausea 0 0 0.0 1 1 07] 0 0 0.0 1 1 0.7
Vomiting 0 0 0.0 3 3 221 0 0 0.0 3 3 2.2
Soft feces 0 0 0.0 1 1 071 0 0 0.0 1 1 0.7
General disorders and administration site conditions 0 0 0.0 1 1 07| 0 0 00 0 0 0.0
Puncture site swelling 0 0 0.0 1 1 07| 0 0 00 0 0 0.0
Infections and infestations 8 8 57 8 8 58| 0 0 00 0 0 0.0
Bronchitis 1 1 0.7 1 1 07| 0 0 0.0 0 0 0.0
Gastroenteritis 2 2 14 2 2 14| 0 0 00 0 0 0.0
Laryngitis 1 1 0.7 0 0 00| O 0 0.0 0 0 0.0
Nasopharyngitis 0 0 0.0 1 1 07| 0 0 00 O 0 0.0
Otitis media 0 0 0.0 1 1 071 0 0 0.0 0 0 0.0
Pharyngitis 3 3 2.1 3 3 221 0 0 0.0 0 0 0.0
Nasal herpes 1 1 0.7 0 0 00| 0 0 00 O 0 0.0
Injury, poisoning and procedural complications 1 1 07 0 0 00| 0 0 00 0 0 0.0
Procedural dizziness 1 1 0.7 0 0 00| 0 0 00 O 0 0.0
Investigations 15 16 10.7 11 12 79| 6 7 4.3 6 6 4.3
Blood bilirubin increased 0 0 00 2 2 14| 0 0 00 1 1 0.7
Blood creatine phosphokinase increased 1 1 0.7 1 1 07| 0 0 00 O 0 0.0
Blood insulin increased 2 2 1.4 2 2 14| 1 1 0.7 1 1 0.7
Blood potassium increased 0 0 00 1 1 07| 0 0 00 1 1 0.7
Blood triglycerides increased 1 1 0.7 1 1 07| 0 0 00 0 0 0.0
Blood uric acid increased 2 2 14 0 0 00| 0 0 00 0 0 0.0
Electrocardiogram T wave inversion 0 0 00 1 1 07| 0 0 00 0 0 0.0
Eosinophil count increased 3 3 2.1 1 1 07| 3 3 2.1 1 1 0.7
Blood Gamma-glutamyltransferase increased 1 1 07 0 0 00| 1 1 07 0 0 0.0
Neutrophil count decreased 0 0 0.0 2 2 14| 0 0 00 1 1 0.7
White blood cell count decreased 2 2 14 1 1 07| 1 1 07 1 1 0.7
Urinary ketone bodies present 3 3 2.1 0 0 00| 0 0 00 0 0 0.0
Blood alkaline phosphatase increased 1 1 0.7 0 0 00| 1 1 07 0 0 0.0
Musculoskeletal and connective tissue disorders 2 2 1.4 2 2 14| 0 0 00 O 0 0.0
Back pain 0 0 0.0 1 1 071 0 0 0.0 0 0 0.0
Myalgia 2 2 14 0 0 00| O 0 0.0 0 0 0.0
Myofascial pain syndrome 0 0 0.0 1 1 07| 0 0 00 0 0 0.0
Nervous system disorders 0 0 0.0 4 4 29| 0 0 0.0 2 2 14
Headache 0 0 0.0 3 3 221 0 0 0.0 2 2 14
Hypoaesthesia 0 0 0.0 1 1 07] 0 0 00 O 0 0.0
Psychiatric disorders 0 0 0.0 1 1 07| 0 0 00 0 0 0.0
Insomnia 0 0 0.0 1 1 07| 0 0 0.0 0 0 0.0
Respiratory, thoracic and mediastinal disorders 2 2 14 1 1 07] 1 1 07 0 0 0.0
Asthma 1 1 0.7 1 1 07] 1 1 0.7 0 0 0.0
Upper respiratory tract inflammation 1 1 0.7 0 0 00| O 0 00 O 0 0.0
Skin and subcutaneous tissue disorders 0 0 0.0 1 1 07| 0 0 00 1 1 0.7
Rash generalized 0 0 0.0 1 1 07| 0 0 00 1 1 0.7

* Incidence rate (%) = No. of subjects who experienced adverse events/No. of subjects who were evaluable for safety X 100
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IZBWTD LSFX B WA 2 R 2 & 2 RIE
THRRTH oIz, T, KBERTIX TOC FED T
PR LR L7225, BRI SPE R L1 R S
FREERE B O 2R TR IL LSFX #: T 45%
(5/112%1) TH Y, LSFX IZEH R CToOFKE I
HL, SWiGERER L7,

WAEYSRNRIZ OV TIE, LSFX oM LR
13923% (60/65%1) THY, JFEEEFOHEEZEE,
STEEEE DR o T ERERE WD 100% %
R L7z [S aureus (15/15 k), S. pneumoniae (14/
14 #), H. influenzae (12/12#k), M. catarrhalis
(10/10 %) Jo AR, B S M0 FY 57 45k e C 135
K QAL HRETH Y'Y, RREBRIZBW
T® S aureus 31 Bk 3 1k @ methicillin-resistant
S. aureus (MRSA), S. pneumoniae 26 ¥EH%& 5 %
@ PISP & PRSP, H. influenzae 31 #: ' 6 ¥k
BLNAR & 5 #:® BLPAR %86 7€ & 172, LSFX 1%
CNSIHER % &6 FEEE MR L TRWHTR
TR L, AFEECREZE SN/ S aureus, S. pneu-
moniae, H. influenzae, M. catarrhalis |2 % 3 %
MICwliE 31 b 0.06~012 ug/mL OHiFHTH -
7oo bk, B EMEORRERTH 2D R VEW
BRIREIR B & OBUZAE R R S, B SRR I8
JRGE O FZH KW 2R 5 LSFX O 5 W HiHE )
& B3 ERe” (RAbRERmT) SR s
MRLEZEZ NS, —FHLVFX Tl, Lit4 Hfd
DY) HT T AR ORI T RO bz, S
aureus & S. pneumoniae (Zxf 9 A LVFEX @ MICy
i ZFEN ZEN8ug/mLB L 1lug/mLTdH Y,
CLSI ®° H AL AL F R DR L T B M%7 L
A7 RA Y NIHEE 723 F N A2 WD EUR
Sy A

KRB BT S MEEORIERFEBIEIL, LSFX fi#
T57%, LVFX#TI101% TH Y, &LGHMTK
EREFROON L5720 OO, LSFX FEEFO
6] R TR B O W B G R E O RIEH 24
BRWEAIAR SNz, ZOM, ¥/ 0y RITHZET
FEETREFERZOV L LTHLNG, LFHEEQT
ML), FFEEE, HAKHIERGREES, SEHMEEOG, I
FEME R, BEREELR SI2on T, LSFX 5%
W & 2 2T ISR 519, LVFX & [EX_T
HO2IZHEBBEOREVEIEH b 2o /22 Eh b,
e EDFFICRERMETZVb D LEEZ S,
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AL, FICBBEEFORBWER D 2w attowr
WHTHITHE TH L LR bz,

o
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Phase III double-blind comparative study of lascufloxacin versus
levofloxacin in patients with sinusitis

Yuichi Kurono’, Hideyuki Kawauchi’, Seiji Hori’, Kazuhiro Tateda’,
Kyoichi Totsuka’, Megumi Asano’ and Kenji Suzuki”

U Department of Otolaryngology, Head and Neck Surgery, Kagoshima University Graduate School of Medical and
Dental Sciences, 8-35-1 Sakuragaoka, Kagoshima, Japan

? Department of Otorhinolaryngology, Shimane University Faculty of Medicine

¥ Department of Infecion Control, Jikei University Hospital

Y Department of Microbiology and Infectious Disease, Toho University School of Medicine

¥ Department of Internal Medicine, Kita-tama Hospital

9 Clinical Development Center, Kyorin Pharmaceutical

” Department of Otolaryngology, Yonaha General Hospital

To investigate the efficacy and safety of lascufloxacin (LSFX), we conducted a phase III randomized
double-blind comparative study, with levofloxacin (LVFX) as the control drug, in patients with acute si-
nusitis or acute exacerbation of chronic sinusitis. Subjects in the LSFX group received oral LSFX 75 mg
once daily, and subjects in the LVEFX group received oral LVFX 500 mg once daily. Both drugs were ad-
ministered for 7 days.

The clinical efficacy rate at end of treatment (EOT), as the primary endpoint, was 84.8% [117/138 (95%
CL: 77.9% to 89.8%)] in the LSFX group and 84.6% [110/130 (95% CI: 77.4% to 89.8%)] in the LVFX group.
Non-inferiority of LSFX 75 mg to LVFX 500 mg was demonstrated. The recurrence rate on the 7" day af-
ter end of treatment was 4.5% (5/112) in the LSFX group and 5.6% (6/107) in the LVFX group. The micro-
biological efficacy by at the end of treatment was 92.3% (60/65) in the LSFX group and 95.5% (64/67) in
the LVFX group. The microbiological efficacies (eradication rates) by the causative microorganisms were
as follows: gram-positive bacteria: 100.0% (37/37) in the LSFX group and 97.2% (35/36) in the LVFX group;
gram-negative bacteria: 91.4% (32/35) in the LSFX group and 93.8% (30/32) in the LVFX group; anaerobic
bacteria: 83.3% (15/18) in the LSFX group and 100.0% (21/21) in the LVFX group. The incidences of ad-
verse events and adverse drug reactions (ADRs) were 20.0% (28/140) and 5.7% (8/140) in the LSFX group,
and 22.3% (31/139) and 10.1% (14/139) in the LVFX group, respectively. Among them, the incidences of
gastrointestinal disorder as an ADR were 1 case with 1 event (0.7%) in the LSFX group, and 8 cases with
9 events (5.8%) in the LVFX group. There were no deaths or serious adverse events in either group.

LSFX was considered as a highly efficacious novel antimicrobial agent, with efficacy comparable to that
of LVFX, for the treatment of patients with acute sinusitis or acute exacerbation of chronic sinusitis, and
as probably a safer agent than LVFX in terms of the incidence of drug-induced gastrointestinal disorders.
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