EBHEFRFEED IR L UCIAEREEZ X
HREICHTF B lascufloxacin D—AREEFRHAER

=Kk @& -=¥ #7-PH = -0 B -BEH REY - R
MR efc” - EEH —1Y - PR k¥ YA K
U AT PAHLA T RREREEAA
? BERRRBERSR
(B FRRBIERAFBREL> 2 )

Y KRR EF R
Y RBAS A REEES AT RN S SRR BRI S S
) FERAS RS BRESFIARAAE - PHIRES - SHILaRPIR:

O B RER AP BAHR
) RBASAFREERSEATRR R - DIE0%

O RIBAS MY - BAESHE
Y RIFRACB R
© AR R BRI > 2 —

" RIEAS

Z{TH 1 2019F 10830 B ZHEH 1202018248

FRROF / OVRRERTH S lascufloxacin (LSFX) DIEMEMERERED - RERLS LURELSE
IREBEICNTHEIMSLCLREEERFT TS EEENE LT, BN BLHERERIFEFRIETR
ERAERIE LTz, B - BESKXURSHEIELSFX 75 mg & 1 B 1[E, 7 BEROKREE L1

EEARNR | 1B RFRED ZREETIE, TEHEIER CTHAHIREKRT - Pk 7 HEDBREIE
86.8% (33/38 fill), BINXEHMEIER CH55 3 BRBLUIRERT - FIEROBEMEIEZN TN 86.8%
(33/384), 92.1% (35/384l) THofco AUTEZRTIE, FEFTMEBEBE CTHRHIREKRT - PIEE
DBEHERIF 923% (12/134)), BIXFTMIER CH 5185 3 HEDBMNERLS LUREKRT - F1L7 BE

BREEE, TNZTN692% (9/134), 923% (12/134)) THY, WIFNODFRBICEWTHREK
TRRL SENTERRIROERD S,

WEMFHIIR | WEREDOMEFINR (BIHRER) £, 1BHEMTPRIHHEED ZRERD 84.0% (21/
25f)) ThHY, 2UKEIZXD 6/8HITH o1

DE R RS | 1R eh LSPXGEREIE 1.00~2.67 BRI T 0.167~2.01 ug/g (n=36), MRFE/MmigEmE
£ 0.61320.2890 TH Y, AR THBEINIEEZELGRERED MICo % RS E ORI N,

Zet BEBERORFAEIE302% (16/53 1), BMERDORIREIEIE9.4% (5/534)) THof,
RCABLUEEGREESERIIROoNGED o1,

M EDIEREKY, LSFX 75 mg d 1 B 1 EHRSIFIEHTRIBEBELIMREZIXNG L, anhEZzas
MO BFBRREEEICT L CHEENBWENIIFTE, RERICBRETMBELZVEEZ SN
feo

CEHEALG AR NAARILAE] 2-43-3
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Key words: lascufloxacin, respiratory tract infection, secondary infection, chronic respiratory disease,

acute bronchitis

IFCoIc

THRIPRERESSED ) b, HEERED 2 VAL

L OEEMIL L0 /NE AR T 2 SRR,

JRRDZ AT A NAERIZ L Db D EHE SN T
WD, BVEIRESORERE LA T 5 BECH
& TIE, A VARG RO KRB & o THlR
B ZOBEERE W, ZOREOERME & L
CIX, Streptococcus .pneumoniae, Haemophilus in-
fluenzae , Moraxella catarrhalis, Pseudomonas
aeruginosa DHEENE W EPHEINTEY, F
/0 Y ARPEFEIE NS FEERE I LT
PRETEEEZ BT 5 2 800, BUEMPREREEIC BT
5 SUB ARG O F— BRI L L TED T H N
T3,

Lascufloxacin (LSFX) 1, 8N SIS
IVAIEINHROF oV RIEETH Y,
WO DNA #HBIZWALER TH H DNA gyrase B
& ¥ Topoisomerase IV & [HE T 5 2 & THR G
TR o WM - EF SRR AL SE IR e | AR A & AL
D BSE S NZAHNE, RIS AE O T2 E A
W CT& % S pneumoniae, H. influenzae, M. ca-
tarrhalis 1200 L Coli)] 2 UG &2 R 377

F 0 RMEEOMBRITRIE -7 7 ¥ 5%
PRSI HANR L TRV S LM SN TV B Y,
9 TSR ABRIC BT, LSFX IZFROHEH & It
BLTHmw, IMAEFRE 15 f5 D Lotk
AR ZEMHER SN T/, HIEAA ST
W3 BT EE DO { SEHRIEREEHR T H 2 D12k

L. LSFX ORZALARR el aIE 1 SRR £ <7,

REFANIEWEEOKT LomiE e 2w Th i
R LEEETIMEHTRRE 225 2 P RAE
o [HAL#H &R 2020 ;68 (S-1) @ 16-23], W &)
RO DS b2 GHERIC 2 VR0 L%
2 5NTz. AHNOEBRMESEH =L, Mo FRF
VWX B iU T & IR O BN AT IR
DX 75mgl H 1L e SN,

ArlEl, VR SRS O IR IEGE B & N RESE
XRBEF R E LRRBR 2 ERmL, #MEED
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I R E | SR % LSFX 75 mg 1 H 1 [ 7
H BRI G- o8B & 0 %at et Lz,

RABRIL, KFEREREEICB W OEREERE
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CTHEHE L7 (BRABRERL  HAREEFRE v
5 —, B8PS JapicCTI-152913) 6
L XREAE
1. X%

RABRIZ, 2015456 H25 2016 425 A 1222 C
5 11 A% a2k M9 E MR latER & L T2 41
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TRBEG F 72X B A SR LRI S 72 16 1D
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Eno TR EST, RO EFEL, E
EEANOBIMIDOWTARAND HHERIC L 5[ EE X
FZLDEON, HEREMEMSIC L) REHF~O
ZINASEY) EHWr Sz BE e Lz, 72720, 20
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FFieE, B, OBRICEE AR E A LTV B R
B, BEFILETEOERE - AIHEY AT 5



[ - BREK] PPIRERRAIERE(ICHIF D LSFX DO—ARERIRELAR

B, TESHHPIREEIC X B 72 E N DA B
T WP E g B EAEEGYE BE LRI L 72
2. BREODRESHES LUREHME

EEESE & L T 1§12 lascufloxacin % 75 mg &
EIL74NMAa—F4 8% 1 H1E, 1§%
SRR OG- L 7o 3 G-I [0 2 & de e
(2B 2 HHIUR I O RRIREME (M) "% 2
FIWZTHBEE L, B, 5MIBHDS 3 HHELL
RS L, BRGE ORI F 7 ISEIROUE IS £
0 WEBEA G- DSANEE L HIE S 3 A2, 7 HIFR
W CoORGHIEETREE L7z,
3. HARLEESKUHBRLEEE

GRS G HIH L, 25 omEE (v7u 7
A FRHEO DRI G36RC), MIERE, T
FERGEE, Py ANV AHE BIFEEAT O A M3 (L
AATOA FEIIERL), y-7a7) Y85, oo
= — R TS, SR, R S B R (M
FEH B L OPtie B EHIZER ), 7y
TUT L VERA, TIVIZTLA, AVITLA, T
ATy A, 8k MR EAT LA, ToMAE
s EAHH AR 2R3 RRIE A D B —H O FEH D
MagEIE L7z, 72, GEREEO IR 28 % )
2T RE VIS OME L E5 L7,
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GBI GG, BRYSEZ W4, R, A4
HH, BHEE & fFE BEEE GEEERGE
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LR IR L 72 R RE 2 MR D W TR
AN L) IR O A % FERR L 72,
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GEEEIR ARG R > SIRFEREE 2 v, %53
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IR B & ONRE SR 2 FERE L 720
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B 5-FLawT, #5953 Hik, &5#7T - HikkE (End
of Treatment : EOT), #5477 - #1117 H# (Test
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IR 77 A 5E & 92 06), FIMERE, Pk, CRP
AL 72

(4) PERETSR

e 5-FagaTHr, TOC REIZHgHE X Mkt = 92kt L 720
B, LEIG U T CT M b %M L 72,
(5) MEMFRRE

¥ G-BAMGHI, %453 Hik, EOT K¢, TOC FlZ—
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MEIX 43 5 D 72 & Staphylococcus aureus 7357 8 &
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Version 40° % Z#& |48 L 720
(8) ERFRIRZE

B 5-Ftaw, 53 Hi%, EOT IR, TOC IR
REEAE 2 g (BRSNS LSI A 70 =2 Z) 12
LD ENE L7 e [HImERkE, Ak m
(FHEk, 1) o /3Ek, HER, BFERER, AFEAEER), IR
MmEkE, #ERRmER, ~~b+F2 1)y M, ~EF O

v, IM/MRUED, ik b tmds [AST, ALT,

ALP, LDH, y-GTP, CK, BUN, 7 L 7 F = »,
JRTE, BME (Na, K, Cl, Ca, P), #&EH, 7
V7 Iy, A/GH, EVvE ) Ik A A
v, aLVAFu—), JVURE, vA¥FUC, T
Oy b= ], RIEMEFHAE (CRP), R
(bt ®|EaE 7 bk, i NAG, 7V
73V
9) N12)VH1>, 12 FEOERRE

w5 paaar, %5 3 H#%, EOT I, TOC K2,
NAZ VA (E, R OWlE, 12 #F 5.0
R % FEHE L 72,
5. FHMEASE
(1) ERFRZNR

AL IR E S [P SR EAE 12 51T % #rBi
W O BRIREFAME (58 ) 1% o0 B R R0 8 4] g 45

#5EIL, %5 3H%, BIOEOTHIX (A%,

[Msh ] % 7213 [HEARR] THIZE L, TOC Kl [VR
il a9 7203 THEAR] THE L 72
B, HEROEALF EAZE | DAt H Tk
L, ERARRYROFHIGRT I MO PIR AR YY) B x
72 THEARE] EHE L7z,
(2) MEMFHIINR

HARAL AR LS (PR ERIEASE 12 51T 2 Bt
WO RRIREFMEE (55 = h0 ¥ DAY 1R AR
FEFEHEIZPEV, TOC W DAY S RN AR & g &
NBHERE L, BLOBERE L2 [THE], [
e, THEwel, [HeEfEsel, el THE
L7
(3) BE=ER

BEEEE ORRBMBIE, (L] [0 L0
vl Ty o 3ERTHEL, BIHEEE DR
BRDY [0 ] 7213 (500 Lik\wv] &l
ENLOREEHE LT o720 HEFHZRD
HAERE L, [EHMEORIEH O R EE S EIEE
DWT] (P44 6 A 29 HEABEERZERE

BARMLFEREFZRMES Vol. 68 S

HHIEE 80 75) D7 L — NIt E 21T [
[hssrs | [mE] o SEMcOHE L.
6. FEBIDEHKRL

BEAFEIMAR, (GBRAHHLIE Rl Ch R S 723K o2
ZEATHE L, GREEEMSEHFHE L 7256 &
& oA, BRI, RO YT ME L 72,
M E R H A TORFRFIHIZOWTIE, GEREE
EERTSE I HERR 2 1T o 729 2 THUERW 2 [E%E L 72,0
7. KREtREAT

AOIED E7- 2 BN RERME, 70 bavEs
TR R 4EHT (Per Protocol Set : PPS) & L7z, %
7z, BAEEE) PPS fEMT R4 (Bacteriological
Per Protocol Set : BPPS) (%, PPS @9 H#:5-Bluh
HIZBWT, Bkt RAWEREmRE, ORI
FRA, BRI L) R AR E ST
WHHBEE L7, &k, TOC K TITHFHIZEIESE
SRR L, W) AR R R SR T & %
Mo 723 B LI B I 0 ) R D IR0 R
SR L 72,

PEPENPIR IR ZE D RIEGE T [ S B E |2
BT B HHPREE O RRIREHEE G50 7 I20Ew,
FEEEE H 2 TOC IREOEREE, FRKEHGEE %
53 H%EB L EOT KEOFR=E, TOC K D fig
EWFRIRIR E LTz BERE LTI [k
QESiELZ BT 2 B BLPUBAE Y 38 o BRIRFFAEE (52) 17
WZHEVy, EEFHIEH % EOT B A%, BIKEF
iIH E 25 3 HEO AR B L O TOC R DG
OMAEWENRIRE Lz B, BRMEABIY
WA RIS [HEARR] O%61E, ARFE
JUHWHER 2RI 2B ED R r o7,

GEMEORAT A RERNL, ARIGERIES, S WG
BERRA LT RTCOBEEZNRE L. AEEL
13 ICH ERSESE M HFES (MedDRA/] Ver 180)
DIERFFIZFHAR R THERTL 720
([ 7S
1. FEBIDIERL

FEBIORER % Fig. 1 12R T ARBRICEF SN
7oL B3 B (P Pk 299 25 0> R gk Gk 38
AMREL R30I, Fofh MEERK26) T
HY, &P LSFX M55 S 7z, IBERE» S
SNTHEBID 9 HAIBVERI AR ZE D IR G D
361 (5.7%) »EEEFIEL, TOWNFIE, [HE
F AR E ] 12X 2 IEA LB, THEROE

M



[ - BREK] PPIRERRAIERE(ICHIF D LSFX DO—ARERIRELAR

Enrolled
All subjects 53
Secondary infections in patients 38
with chronic pulmonary disease
Acute bronchitis 13
Others 2
I
Per protocol set . .
(PPS) Not a target disease of this study
All subjects 51 2
Secondary infections in patients 38
with chronic pulmonary disease
Acute bronchitis 13
Bacteriological No causative organism identified,|
per protocol set before or after the treatment
(BPPS)
11
All subjects 40
Secondary infections in patients 30
with chronic pulmonary disease
Acute bronchitis 10

Fig. 1. Flow diagram of the patient disposition.

ALE72RIAZE] \ZE BRI 26 TH o7z METE
g & SNz BEE, RRBRONREETIEZR
W2 EAH PPS X)L, BPPSIZPPS D) &
A R (B, e TR A, o0
MiFARRAr, BIRFARRRAE) 12 CREREAHE &
nrBEE Lz, T L7277 —% 1>y bid, PPS5I
B, BPPS 40 i, 241k 4 H 53 Bl TdH -
720
2. BEER

PPS 51 B2 2 EEH H % Table 1 127”§ . 12
PRI S 9 28 0D R I G 38 BN 31T B ZEHE R
OWFUZ, 1EBHEPAZEMIBE (COPD) 2524 i, &
ECTRAED 6 B, BRIDMEAGRAZAS3 61, 2oLk
DEFERBO GBI 5 BITH o720 1@V
ZZO YIRS TIE, FHEnDY 65 UL ETH b EiknE
DEEN868% (33/3811) THhH, AMAELE
7 385%(5/13 Bll) & It L CTHElE OB EH L H o
720 FPEREUNOEIHEEZ AT 5 EHEOE G,
TIN5 28 D “ ST 92.1% (35/38 Bll), 2
HRELLTO615% (8/13%1) TH Y, (EMEIFRE

RED REGEE L, 1TE A EDOBREDILRER
DA 1 D EOEPHEEZ A LTz,

BB LV E SN ERBEONRIE, 75
LR S TRE, 77T LBETERI AT 31 Bk, B

DIRT D o 7o EGEMEIRAT, I M AR,

BaTFHAIC X > CTEINE % M. pneumoniae
R SN BEEIT 46 [IBTERFIRERIRZE D KK
e 26 (W1BLTHE & oREEY), atRE
XA 201] THol

3. BAMEOFHE

(1) 18MPTIRERRE D _REG

1) ERERZISR

FESHIEHE TH % TOC Boipm=1L, &<
86.8%(33/38 Bll) Tdp o 720 FEBEREERITIZ, COPD
T 833% (20/24 %), SUECILIRAET 6/6 B, BfIH
PERIFEAZ T 3/3BITH ), BHBOEREREZ G0

LYAEIZBWTH, COPD, UVF AMRIMIAE 4,

SUESHLHRIED 3 D DI EZ A 0F L7288 161
EERWTEIXTHE (% 1/16]) Thh, EfEEE
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Table 1. Background of patients (PPS)

Secondary infection

Acut
of chronic respira- o (_3 . All subjects
. bronchitis
Item Category tory diseases
(N=38) (N=13) (N=51)
n (%) n (%) n (%)
S Male 30 (78.9) 6 (46.2) 36 (70.6)
ex
Female 8 (21.1) 7 (53.8) 15 (29.4)
<65 5 (13.2) 8 (61.5) 13 (25.5)
>65 33 (86.8) 5 (38.5) 38 (74.5)
Age (years)
Mean 74.2 52.5 68.7
SD 8.2 20.6 15.6
<40 3 (7.9) 0 (0.0) 3 (5.9)
40 <, <60 20 (52.6) 6 (46.2) 26 (51.0)
‘ 60 <, <80 15 (39.5) 6 (46.2) 21 (41.2)
Weight (kg) 80 < 0 (0.0) 1(7.7) 1 (2.0)
Mean 54.80 63.62 57.05
SD 10.52 13.24 11.79
<250 35 (92.1) 8 (61.5) 43 (84.3)
BMI >250 3 (7.9) 5 (38.5) 8 (15.7)
(kg/m?) Mean 21.14 24.00 21.87
SD 3.26 3.10 343
) Mean 6.8 7 6.9
Duration of
SD 0.7 - 0.6
treatment (days)
Range 3-7 - 3-7
Smokine hist No 9 (23.7) 7 (53.8) 16 (31.4)
moking histo
g history Yes 29 (76.3) 6 (46.2) 35 (68.6)
) In 6 (15.8) 0 (0.0) 6 (11.8)
In/out patient
Out 32 (84.2) 13 (100.0) 45 (88.2)
Secondary infection of chronic respiratory diseases 38 (100.0) 0 (0.0) 38 (74.5)
COPD 24 (63.2) 0 (0.0) 24 (63.2)
Bronchiectasis 6 (15.8) 0 (0.0) 6 (15.8)
0ld pulmonary tuberculosis 3 (7.9) 0 (0.0) 3 (7.9)
. . COPD + Bronchiectasis 1 (2.6) 0 (0.0) 1 (2.6)
Diagnosis .
COPD + Old pulmonary tuberculosis 1 (2.6) 0 (0.0) 1 (2.6)
Bronchiectasis + Pulmonary fibrosis 1 (2.6) 0 (0.0) 1 (2.6)
COPD + Diffuse panbronchiolitis + Bronchiectasis 1 (2.6) 0 (0.0) 1 (2.6)
COPD + Bronchiectasis + Old pulmonary tuberculosis 1 (2.6) 0 (0.0) 1 (2.6)
Acute bronchitis 0 (0.0) 13 (100.0) 13 (25.5)
Antimicrobial used No 38 (100.0) 9 (69.2) 47 (92.2)
within 7 days before
study treatment Yes 0 (0.0) 4 (30.8) 4 (7.8)
o No 3 (7.9) 5 (38.5) 8 (157
Complication
Yes 35 (92.1) 8 (61.5) 43 (843

F72, BEEFEINOBKRSRTIE, 5, Fin, B
BOFEL X OEHEOEIEIZ X > THIHBEICK
EREITED LN LD o7,

BIRFHRIHE Ch 55 3 HDHE X=X 86.8%
(33/38 f5), EOT W A %) 5 1% 92.1% (35/38 1)
Tholzo FEFMEL &Mk, EMEEICLLE
REDEL 7, HEOFRMPLIEERTHZETO
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LSEX |Zx}9 5 &5 1% Table 512/RF o Hiaipds
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Table 2. Clinical efficacy on the 7th day after the end of treatment
Clinical efficacy Efficacy 95% CI
Category of infection Cured Not Indeter- rate

L U
ure cured minate (%) * ower ppet
Secondary infections in patients with chronic pulmonary disease 38 33 5 0 86.8 72.7 94.2
COPD 24 20 4 0 83.3 64.1 93.3
Bronchiectasis 6 6 0 0 100.0 61.0 100.0
0ld pulmonary tuberculosis 3 3 0 0 100.0 439 100.0
COPD + Bronchiectasis 1 1 0 0 100.0 20.7 100.0
COPD + Old pulmonary tuberculosis 1 1 0 0 100.0 20.7 100.0
Bronchiectasis + Pulmonary fibrosis 1 1 0 0 100.0 20.7 100.0
COPD + Diffuse panbronchiolitis + Bronchiectasis 1 0 1 0 0.0 0.0 79.3
COPD + Bronchiectasis + Old pulmonary tuberculosis 1 1 0 0 100.0 20.7 100.0
Acute bronchitis 13 12 1 0 92.3 66.7 98.6

* Efficacy rate (%) = No. of “Cured”/No. of “Cured and Not cured” X 100
Table 3. Clinical efficacy on the 3rd day of treatment
Clinical efficacy Efficacy 95% CI
Category of infection Ineffec- Indeter- rate
Effective . . * Lower  Upper
tive minate (%)

Secondary infections in patients with chronic pulmonary disease 38 33 5 0 86.8 72.7 94.2
COPD 24 22 2 0 91.7 74.2 97.7
Bronchiectasis 6 6 0 0 100.0 61.0 100.0
Old pulmonary tuberculosis 3 2 1 0 66.7 20.8 93.9
COPD + Bronchiectasis 1 1 0 0 100.0 20.7 100.0
COPD + Old pulmonary tuberculosis 1 0 1 0 0.0 0.0 79.3
Bronchiectasis + Pulmonary fibrosis 1 1 0 0 100.0 20.7 100.0
COPD + Diffuse panbronchiolitis + Bronchiectasis 1 0 1 0 0.0 0.0 79.3
COPD + Bronchiectasis + Old pulmonary tuberculosis 1 1 0 0 100.0 20.7 100.0

Acute bronchitis 13 9 4 0 69.2 424 87.3

* Efficacy rate (%) = No. of “Effective”/No. of “Effective and Ineffective” X 100

Table 4. Clinical efficacy at the end of treatment
Clinical efficacy Efficacy 95% CI
Category of infection Ineffec- Indeter- rate
Effective . . * Lower  Upper
tive minate (%)

Secondary infections in patients with chronic pulmonary disease 38 35 3 0 92.1 79.2 97.3
COPD 24 22 2 0 91.7 74.2 97.7
Bronchiectasis 6 6 0 0 100.0 61.0 100.0
Old pulmonary tuberculosis 3 3 0 0 100.0 439 100.0
COPD + Bronchiectasis 1 1 0 0 100.0 20.7 100.0
COPD + Old pulmonary tuberculosis 1 1 0 0 100.0 20.7 100.0
Bronchiectasis + Pulmonary fibrosis 1 1 0 0 100.0 20.7 100.0
COPD + Diffuse panbronchiolitis + Bronchiectasis 1 0 1 0 0.0 0.0 79.3
COPD + Bronchiectasis + Old pulmonary tuberculosis 1 1 0 0 100.0 20.7 100.0

Acute bronchitis 13 12 1 0 92.3 66.7 98.6

* Efficacy rate (%) = No. of “Effective”/No. of “Effective and Ineffective” X 100

T penicillin-susceptible S. pneumoniae : PSSP) T
003~006 ug/mL, H influenzae »° 8 ¥ (B-
lactamase negative ampicillin susceptible : BLNAS

7Y 2 ¥k, B-lactamase negative ampicillin resistant :

BLNAR 2% 2 ¥k, B-lactamase positive ampicillin re-
sistant : BLPAR 25 1 #;, %%V 3 #k1x MIC &l %)
T003~2 ug/mL, M. catarrhalis 7% 8 ¥ T 0.03~

012 pug/ mL,

S. aureus W% 2 &

BAEFREFRMES

( methicillin-
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Table 5. Microbiological effect classified by the causative organisms and MICs (secondary infections in patients with chronic pulmo-

nary disease)
LSFX MIC (¢g/mL) Eradica-
Causative organism Total tion rate
0.03 0.06 012 025 05 1 2 4 8 16 >16 missing (%) *
Gram-positive bacteria 2/2  3/3 1/1 11 7/7 100.0
Corynebacterium sp. 1/1 1/1 100.0
S. aureus 1/1 1/1 2/2 100.0
MRSA 1/1 1/1 100.0
MSSA 1/1 1/1 100.0
§. pneumoniae 1/1  3/3 4/4 100.0
PSSP 1/1  3/3 4/4 100.0
Gram-negative bacteria 3/3 2/2 7/8 1/1 1/1 1/2 1/1 2/3 18/21 85.7
E. aerogenes 1/1 1/1 100.0
H. influenzae 2/2  2/2 1/1 2/3 7/8 87.5
BLNAS 1/1 1/1 2/2 100.0
BLNAR 1/1 1/1 2/2 100.0
BLPAR 1/1 1/1 100.0
H. parainfluenzae 1/1 1/1 100.0
K. pneumoniae subsp. ozaenae 1/1 1/1 100.0
M. catarrhalis 1/1 6/7 7/8 87.5
Pseudomonas sp. 0/1 0/1 0.0
S. liquefaciens 1/1 1/1 100.0
Anaerobic bacteria 0/1 0/1 0.0
P. melaninogenica 0/1 0/1 0.0
Total 5/5 5/5 7/8 2/2 2/2 1/2 1/1 2/4 25/29 86.2
(%) 100.0 100.0 87.5 100.0 100.0 50.0 100.0  50.0 86.2

* Eradication rate (%) = No. of “Eradicated and Presumed eradicated”/ No. of “Eradicated, Presumed eradicated, Persisted and Pre-
sumed persisted” X 100

Table 6. Microbiological effect on the 7th day after the end of treatment

Microbacteriological effect 95% CI
Pre- Pre- Eradica-
Category of infection N FEradi- sumed Per- sumed N9€" tion rate
cated eradi- sisted per- t.er- (%) * Lower - Upper
) minate
cated sisted
Secondary infections in patients with chronic pulmonary disease 26 10 11 4 0 1 84.0 653 936
COoPD 15 5 8 1 0 1 92.9 68.5 98.7
Bronchiectasis 6 2 2 2 0 0 66.7 30.0 90.3
0ld pulmonary tuberculosis 2 1 1 0 0 0 100.0 342 100.0
COPD + Bronchiectasis 0 0 0 0 0 0 - - -
COPD + Old pulmonary tuberculosis 1 0 0 1 0 0 0.0 0.0 79.3
Bronchiectasis + Pulmonary fibrosis 1 1 0 0 0 0 100.0 20.7  100.0
COPD + Diffuse panbronchiolitis + Bronchiectasis 0 0 0 0 0 0 --- - -
COPD + Bronchiectasis + Old pulmonary tuberculosis 1 1 0 0 0 0 100.0 20.7  100.0
Acute bronchitis 10 0 6 2 0 2 75.0 40.9 92.9

* Eradication rate (%)= No. of “Eradicated and Presumed eradicated”/ No. of “Eradicated, Presumed eradicated, Persisted and Pre-
sumed persisted” X 100

susceptible S. aureus : MSSA 75 1 ¥, methicillin- 76 TOC K FE CTIZPEHZEIETEOMHHSEIC L) #Y)
resistant S aureus : MRSA 75 1 #) T 0.03~05 WM CE o 4 MBI CHEHE L2 2D
pg/mL TdH -7z, MR, BHIE, 2R T840% (21/2561) TH

Welrr il O AR R (FTHEE) 12, BPPS D, ERRERFERRICIEFEREIC L AHEFORS &
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Table 7. Microbiological effect classified by causative organisms and MICs (acute bronchitis)

LSFX MIC (ug/mL) Eradica-
Causative organism Total tion rate
0.03 006 0.12 0.25 0.5 1 2 4 8 16 >16 missing (%) *
Gram-negative bacteria 1/1 2/3 5/5 0/1 8/10 80.0
E. coli 1/1 1/1 100.0
H. influenzae 1/1 2/2 3/3 100.0
BLNAS 2/2 2/2 100.0
BLNAR 1/1 1/1 100.0
H. parahaemolyticus 0/1 0/1 0.0
H. parainfluenzae 1/1 1/1 100.0
M. catarrhalis 0/1 3/3 3/4 75.0
Total 1/1 2/3 5/5 0/1 8/10 80.0
Eradication rate (%) 100.0 66.7 100.0 0.0 80.0

* Eradication rate (%) = No. of “Eradicated and Presumed eradicated”/ No. of “Eradicated, Presumed eradicated, Persisted and Presumed

persisted” X 100

FIIRBDO LN h o7z (Table 6)o F 72, FIKHE
DA F IR RIE, 2ET862% (25/29 k) T
HY, 7T LR T 7/TH, 77 AR T 85.7%
(18/21 k) TH -7z (Table 5, [fifl LHES
N7-WiE 4% (M catarrhalis 1%, H. influenzae,
Pseudomonas sp., Prevotella melaninogenica % 1
) T, wWihoBE b BARER, A EIzeE L
THY, WRYRE [HE] Tholze 261, K
K %% M. pneumoniae & ¥55%E S L7z BE OEFIR%)
RIETXT WG] THhorz (2/26),
(2) RUEIEZRK
1) ERERZNR

FEFIIHE TH % EOT FEO A xh 21, 923%
(12/13 #) Tad - 7= (Table 4), BIRFFAIIEHHE T
55 3 HEOFRZRIL69.2% (9/1341), TOC
BEOEE L 923% (12/1341) TH Y, L5 T
e DA\ BB 2 BROR AR 2 7R 9 2 & AR S e
(Tables 2, 3)s
2) WEMFRNR

B Ic X i S R B L R O
LSFX 129 % 1% Table 7\, BF#EMAT
[2& D 10 BRI B AW E Sz ERERE &
Z® MIC range (&, H. influenzae 75 3%k (%09
B BLNAS #% 2 ¥, BLNAR #° 1 #) T 0.03~0.06
ug/mL, M. catarrhalis 7% 4 #£T 0.06~0.12 ug/
mL Th -7,

TOC WD ERE FI A AR (R L) &
6/8 11 Td o7z (Table 6), % 7z, TOCHFIZ B S

% R B O AR R, 2k T8/10% T
& o7z (Table 7)o FRIFEHRWOWHIEL, H influ-
enzae C 1 3/3 %, M. catarrhalis T (& 3/4 %k T
& o 72, JEINHE A M. pneumoniae & ¥55E &7z B
HOBREIL 126 THY, 161X THER] ThHo
725
4. BRERPREIT

% 9% v LSFX 2 ¥ 13 1.00~2.67 Ff i < 0167~
201 pg/g (n=36) (R/ME~RAMEOHF), W/
IMAEHREEE X 061320289 CFIgfl + i #(R{ =) <
Ho7
5. REMOFE

HEELRD L URIEHOZEBUIRDIL % Table 8 1278
T
(1) BEER

HEHRZOFEHZIL, 302% (16/53%1) TH 1,
20 VI EOME TR LA ERESIE, EL, TR
BRI, B L OWER T, B EITIL 38% (2/53
Bl) THhotzo HIEED [HE] OFERERILRD
LY, [HEREIDHEHLRD 38%(2/53 1), [
E| OFEFHLED264% (14/53 1) TH - 72, 4F
R OAEFROFHZEIL, 65 Ml LT 282%(11/
39 61), 65 AT 35.7% (5/14 1) TH Y, Mg
2 & 2 A EFESRFEHEORNMERIIFRD 5Nk o
720
(2) EEGRESER

HCIIW oo tEERR, TOMOEELHES
%, BTHPIEICWe o FEERRIIVTNLRD S
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Table 8. Adverse events and their incidence rates

Adverse events

Drug-related adverse events

System organ class and preferred term N=53 N=53
n Events 9% * n Events % *
Total 16 21 30.2 5 5 9.4
Gastrointestinal disorders 5 6 9.4 2 2 3.8
Abdominal distension 1 1 1.9 1 1 1.9
Diarrhoea 1 1 1.9 1 1 1.9
Nausea 2 2 3.8 0 0 0.0
Anal haemorrhage 1 1 1.9 0 0 0.0
Faeces soft 1 1 1.9 0 0 0.0
General disorders and administration site condi- 2 3 3.8 1 1 1.9
tions
Malaise 1 1 1.9 1 1 1.9
Oedema peripheral 1 1 1.9 0 0 0.0
Xerosis 1 1 1.9 0 0 0.0
Infection and infestation 2 2 3.8 0 0 0.0
Gastroenteritis 1 1 1.9 0 0 0.0
Oral herpes 1 1 1.9 0 0 0.0
Investigation 4 4 7.5 2 2 3.8
Aspartate aminotransferase increase 1 1 1.9 0 0 0.0
Eosinophil count increased 2 2 3.8 1 1 19
Blood urine present 1 1 1.9 1 1 1.9
Musculoskeletal and connective tissue disorders 3 3 5.7 0 0 0.0
Back pain 2 2 3.8 0 0 0.0
Joint swelling 1 1 1.9 0 0 0.0
Psychiatric disorders 1 1 1.9 0 0 0.0
Insomnia 1 1 1.9 0 0 0.0
Respiratory, thoracic and mediastinal disorders 1 1 1.9 0 0 0.0
Chronic obstructive pulmonary disease 1 1 1.9 0 0 0.0
Skin and subcutaneous tissue disorders 1 1 1.9 0 0 0.0
Pruritus 1 1 1.9 0 0 0.0

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

Neholze
(3) BIER

HFEFRZDH L, HHEL OREHBREIGETE
HWHEERS RBEH) o%Bl=E, 94% (5/53
Bl) ThHolze ROOLNIEIEMIL BB (1
Bl), T (A H), BRI (1), fFRREREEE (1
Bl), REMmbEYE 1B THH, wTFhoFEfd
BHREREIL [BE] Th o7z WG TIE, 65 0L
FomEEEICEED S NZEITEHI 26% (1/39 61),
65 i Al Tl 286% (4/14 1) Td Y, I
% EIVEF SE B O BMME LT Sk b o 72,
n. =2

Albivbiug, M ED T R IR EAE 12 B
7% LSFX 75 mg 1 H 1[G oa84%EB L 0%
EWEBRFET LI L2 HNE LT, BT EmRA
DRIEG B L AR E L REE BT 5 LSFX
D — i B R 3% % FE it L 72
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B ZRZ O RIEG T, FEFHEEE T
?) % TOC B DR 1L 86.8% ThH 1), FAEHKER
G NN N DR GEAN 7S IE N
ﬁﬁf- SN/, BIKEHAEIEH T 5 EOT O F )=
13921% TH Y, HHGHTRHRT AR LA S
N7ZEEDH B 1BITHIE - FRPEO LMD D
D, KFOBE TEGHTE LTS Om VR R
DFFE AR S N7z FFMAAE R AR A3 55 A 12
%% 72OICEHEN R RBIETE WA, FRHKOIE
HTHE ST D 1B PN 2 O R G
WRbd BRI R B, garenoxacin (GRNX) T#
LT 7 H# 83.7%(103/123 B1), %5941 HF 87.8%
(108/123 %)™, moxifloxacin T # 5-#& T 7 H 1%
83.6% (51/61 #ll), $c5-# Tk 87.7% (57/65 )",
sitafloxacin (STFX) T % 5 # T k¢ 885% (46/52
B1)*, levofloxacin THG-#¢ T I 100% (28/28 #51)

THh ), LSFX 1ZFEZAFEOEEFNITHCT 2 IGIER)F
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RRT EEZONTz, Fho, BERE N OBEY N
AR (FEHEEHE) 1I2BWTHARANL 84.0% & B4
BHEELRL, ZO#RIL S pneumoniae, H. in-
fluenzae, M. catarrhalis 7z & O EZEFE R E I35
% LSFX D] 2 UG Y & B 7 i AT 1 H%
LS hzd oLz sz,

AMLAETRICBOTCIE, EEFMELTH S
EOT MDA &2 92.3% & & G- THE R D B B
BRRZN R %2R L, TOC KEIZBWTH L2l TH%E -
FHRILERD SN o 720 BEERE W DA 1%
R (BHRE) 126/861, TEEKE O LSFX 12
35 MIC IZERBIFTH ), LSFX T2
FHRAN L CHENRERNRERT EE L b,
kb, BMAEXEOBEET [ER] LHEsn
1 B JEIN T 12 M. pneumoniae T& - 720 AR
TIXIEERREA 2 R R & § 2 BE 4R T 46
EXdpolz b0, Wil R E L2 ERR
B2 BT, M. pneumoniae B4s % & T I 58 B fifi
AR LAFN W IRE B AR IR R G
932%, 41/44 %) ZR_R$ 2 EDHER SN TS [H
L& RE 2020 5 68 (S1) : 4154]. 7% B L% ER)
b, FGA T TR 2 i 72 SRR O TR 1R
DOENLPoTbDD, EOHRBINGE R L CTHiE
3EEL T b,

AR THO O NTHEFRE L URIEH OB
Ik, ENnEN302% (16/53 %), 94% (5/53 fi)
Thote BEDF /1y RBHETHEDSVE
Pl E I, TR SRR S 1 BRSO bz
DHRTHY, ZoM*  or REETHELIND
MR T T A RE R & 2 EORIER Y I3 W b 72
DHNTRP o T RBETIX, BbEE 2R 745%
(38/51 ) 2365 L DO EHE TH -7z —HEIC
R T (R O M Es R Re, AERERER, S0UEAERE
DITICIZ, Sk EEEXET 5720125 K5
TREGIELERILT 5 7 — ANE L, & HITHEEE
R OB EMBIREA R 2 2 2 L 12X ) BIER A%
BLReTWwWe", Lal, KB ClEmEing & IEm
W H CRIRRI R B L OEEES - BITEH O 5B
WCWITNORELGEFEDOON L o722 L5,
LSFX i3S & R AR B2 H 5 26 0 BEE
BVWTHRETEHVWENEL L OL2EHT 5
WREMEAR S 7z,

WP, REICRIE & & B I o 2 YL

THY), ZTOEYREEIIEEOHMNEL FHT 5
)2 THMZRBHE STV B9, KRB TR
SN IE P o LSFX 1, 1.00~267 B i <
0.167~201 ug/g (n=36), WEH/MAEHEEIE 0613
0289 TdH > 720 WEHEH LSFX I EE 2 JH R
B MICy% Lo TWBZ EDB?Y, BT AR
MEPHFETE D L E 25N FRKOEAIZE
B IEERITIIE, GRNX 28400 mg % 5-7% 3~24
5 [ ¢ 0491~0536 (n=5)*", STFX 75100 mg %
5.1 023~8 K[l T 048 (n=4)"""Tad» h, LSFX X
INHOHFH L FSEREORBITEARLTEBY, &
ROBEMEEEMSTLLDEEZ BN,
Do S, LSFX 75 mg #% #1011 1 [5]
BeG1d, mEE % & ORI R B EER AR
ERBEE I L CTERAMESETE, e
PIZHREZHEDP NI ERS, i O ERK
OEIGHRIE L L CHRGERTH L EE 2 b,
WOEr
RABOERICE L, HRELEME LTI
W R E F L TRAMiRR O T IR s L E T
(BicPrmg, BRI LI OFTIE) o

BUO A MR NFHR B BRI 2, 74T
EANENR A ERE v & — =R, S
B 90 N SRR A T S B AR B ARV, RAZAT
Bo N L3797 Be B 2R RO e AT RIS, R
NALE B S 00 vh e de B be s R E, S Ett
PN TA 35 Rl e B W ] 22 50 i e SRR, Hb oy
ST AT B N1 VR A7 975 e B 4 )| T 0 B
WRZRR 2~ 7 — AR, EREAFFC D »
AT AT ) =y 7 FREM, HARRTTH
R R 7m I PSR i, TR )1 sAR, Al
AN S NE VAL T - SR A R 3 U s ivA
FERTHTT RIRBE IR TC—, BAZAT B A ST e
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HiMERbe AR, RIGRFRb TR, i
FiSTAT B N AR T AR G B~ & — Fa M
—, HARA A RIGEREFH P RS OR, 40
SEATECE N BT B R v A e B R

BAREFREFZRMES Vol 68 5-1

65



66

[FRE - BoR] PMPREREIYEREICHIT 5 LSFX D—RRERIREER

A E CHE - SRR SRR D
Bz L7, MHRIIARBROESRME L L
T, =R, =%HE—, A%, MHEE—, BRHKE
FEEEEERT & LT, Jdaleh, BIESEAC,  #E
FHRIR—IIEHET PN —& L ToREzH,
AR L ) ZECH Rt SN T B0 K
FRZ IBH IR AZHOHRATH %,

AR

1) HAREGESS - HARLE# LS4 JAID/JSC
JEYIETEENT A K - B A R4 AAERERS W
W # TG E WG - JAID/JSC EGERBE AT A N
T A IR EREGE—. HALESEE 2014; 62
1-109

2) Kishii R, Yamaguchi Y, Takei M: In vitro ac-
tivities and spectrum of the novel fluoroqui-
nolone lascufloxacin (KRP-AM1977). Antimcrob
Agents Chemother 2017; 61: e00120-17

3 =AMk L i LAYITMN)—F0r
DT o AL 2010; 26: 127-35

4) Furuie H, Tanioka S, Shimizu K, Manita S,
Nishimura M, Yoshida H: Intrapulmonary phar-
macokinetics of lascufloxacin in healthy adult
volunteers. Antimcrob Agents Chemother 2018;
62: €02169-17

5) Totsuka K, Sesoko S, Fukase H, Ikushima I,
Odajima M, Niwayama Y: Pharmacokinetic
study of lascufloxacin in non-elderly healthy
men and elderly men. J Infect Chemother 2020;
26: 231-9

6)  PPILERIRASIE 12 BV B HrHLPUMA: W 3E o R R R
fliERAE L D70 DR EE  WRZHEGHE IS B
V2 B PO EE o BREEM . (55 0. A1k
JRERE 2012; 60: 29-45

7)  HARbEREES Pusd:ses PR e i
HLRS PSR SRS e, H AL
£5E 2010; 58: 484-93

8) JCOG : A EFH G4kl rh#H ¥ v40 H R FER
JCOG M [cited 2019 Oct 25]
http://www.jcog.jp

9)  HAM LAk s PR SEERR ML E R B S

AAEEPEAF ML Vol 68 5-1

10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

20)

21)

MR 2R 2 H ey - PR B AIE \Z B 1 A T HLET
AP O BRRET I 2(F). BALIEAES 1997, 45:
764-78

NIRRT, WIEMS, D %, HAREN,
EEpvE 2, ANHYIEE, M BRI O
TRIEG BB E RS & L 72 garenoxacin O FR
55 11 A& —PK/PD #tl—, HAbFE SRR 2007,
55(S-1): 144-61

INREEAT, EAREE, TRFA, EL E, W
A, ANHEIEE, M MPIRER R L xS
% BAY 12-8039 (moxifloxacin) %5 ITI AH &R
Bk, HAbEESEE 2005; 53(S-3): 47-59
INREEAT, PEID ¥, R HRE— AR, FTHEG—,
ZARFN, WE K WRERERASE KT T S si-
tafloxacin & levofloxacin @ —- ¥ 5 My b 5 5 Bk
HAbE SRS 2008; 56(S-1): 36-48

W OE, L ¥, HAREE, ZARFA M
HE—, FEHWRER, A MR R R G RE LS5 4
levofloxacin 500 mg 1 H 1 RIS D ERRH. H
L 4RE 2009; 57(S-2): 20-33

Owens R C Jr, Ambrose P G: Antimicrobial
safety: focus on fluoroquinolones. Clin Infect Dis
2005; 41 (Suppl 2) : S144-57

ORIE Bt S PR 3, Yakugaku
Zasshi 2011; 131: 1423-8

HAREARESS HAREENZE B SRS ge # -
HE OFEYEIRE O LI T 2 W 7RIk
Wi © EEE ORERIEYHETA N T A 2015,
ATV 2 —F, B, 2015

WK SRR ORRGYE & LR S o5k,
H#ERE 2011; 48: 626-9

Baldwin D R, Honeybourne D, Wise R: Pulmo-
nary disposition of antimicrobial agents: meth-
odological considerations. Antimicrob Agents
Chemother 1992; 36: 1171-5

VE3  % : Breakpoint 2* & WL 72 HU T 3 o Jili 4L
ik - WERATIE O E TR, LI 1994; 10:
470-6

Wl R, HrE—E, REEH, SAREE (12
PRI 2 B o0 R IE G BB 12 BT 4 garenox-
acin OIFERATIHERE. HbESRE 2007; 55(S-
1): 162-8

ZARFN, EAREGH, wAREZ BAREH At
KERICBUT ATy 70532 L OfLESDT,
Jpn J Antibiot 2009; 62: 179-93



[ - BREK] PPIRERRAIERE(ICHIF D LSFX DO—ARERIRELAR

Open-label study of lascufloxacin for secondary infections in patients
with chronic pulmonary diseases and patients with acute bronchitis
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To investigate the efficacy and safety of lascufloxacin (LSFX) for secondary infections in patients with
chronic pulmonary diseases and for acute bronchitis, we conducted this multicenter, open-label, non-
comparative study. Oral LSFX 75 mg was prescribed once daily for 7 days.

Clinical efficacy: For secondary infections in patients with chronic pulmonary diseases, the cure rate at
test-of-cure (TOC) as the primary endpoint was 86.8% (33/38). In regard to the secondary endpoints, the
clinical efficacy rates on Day 3 and at end-of-treatment (EOT) were 86.8% (33/38) and 92.1% (35/38), re-
spectively. For acute bronchitis, the cure rate at TOC as the primary endpoint was 92.3% (12/13) and the
clinical efficacy rates on Day 3 and at EOT as the secondary endpoints were 69.2% (9/13) and 92.3% (12/
13), respectively.

Microbiological effect: Microbiological effect by subject (bacterial eradication rate) was achieved in
84.0% (21/25) of patients of chronic pulmonary diseases with secondary infections and in 6 out of 8 pa-
tients with acute bronchitis.

Drug concentrations in the sputum: The LSFX concentrations in sputum reached 0.167-2.01 ug/g (n=36)
at 1.00-2.67 hours after the intake of the antibiotic, and the sputum-to-plasma penetration ratio was 0.613 =
0.289. It was confirmed that the concentrations in the sputum exceeded the MICy for the principal isolates
of the causative microorganisms in this study.

Safety: The incidences of adverse events (AEs) and adverse drug reactions were 30.2% (16/53) and 9.4%
(5/53), respectively. There were no cases of death or serious AEs.

From these results, we concluded that LSFX is effective for respiratory infections, such as secondary in-
fections in patients with chronic pulmonary diseases and acute bronchitis; no major safety problems asso-
ciated with the use of the drug were identified either.
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