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R - BRIR

BFFisREfEEE (CH 1T B lascufloxacin DEREHE

BR -m XEF -HR FH -8R LR -BCH R
) KRR R L2
Y A TRRARRA
) IR BRI
O AR RN
) BRI 5 ALY 2 —

BE -8

2{FH 2019410830 8 2IEH 1202054 14H

FRF/ OV RIEE lascufloxacin (LSFX) DEAENREIC RXIF T RFHEEE T ORE L 2L %, Child-
Pugh DEEICK B EEEDNBRES SUPFEDOBAAB RO HEREEZET S 136 EE 1146, &
FE2H) ERRITKRET LT, WEREICIZZERERFIC LSFX 75 mg FHEROR 5%, LSFXESUICZ
OREFTH BB 77O IVEOMREFREAZBRBAI O IS TEICKVREL, Sk
fETE RIE LT,

FRREEE A BEDRERE 1CH LT, MmEEH LSFX (3IR5% 1.31 BRI T 0.862 ug/mL (11 FlDF
B, UTFRER) OE—7REIGELRE, 155 BEOFBIATHLL, AUCKE 144 ug-h/mL, CLF
|& 5.77 L/h T >fe, BFEEEEENPEEOHMERE TlE, MmiEH LSFX (4354 0.999 BET 1.03 ug/
mL Q AIDOFEE, UTREE) O—7BEICELRE, 215 BROEBRATHELL, AUGIE 188
ug-h/mL, CL/FIZ 451 L/h THote, MEERHRT 7 O7OEIVEIE, FHSEEENERES L UHEE
DWEREICHWNT, LSFXDEFNZFN1/10~1/5, 1/20~1/5 DFEEBETHS LTc. LSIXBE KUK
O 7OEIVEOMBHEREIL, AEERELIBRE L FEEDHRE CIZERKRTH Y, BEDWHEREIC
BLTIE, BIERTEONIERMRA (FFEEERESE) OFRMEE/ T A—2LEAERZVEEZSN
feo RARTROSNIETERIE, BEFHEDOARERE L LHIMENCEEENBREDEM 1
HDHT, BFRRE, A 2)TAVBEL0 N2FEOERREICELT, BKEMEBELGZSIEEEH
PEEMRELEDHONGL o

L EDHERHS, BEDIFHEAEREETIE, LISXBLUKRY 7070V EDMEFREICHT 3
FFEEE T OREIZ DG, LSFX ZERARTHERT 2IcH ) AEDREGR EDRABIIAELEZ SN
feo fef2l, BERBEHIDEVAREEL EOFSEEEEICERT 2BAIFESEICREIRNEELEZ S,

Key words: lascufloxacin, hepatic failure, pharmacokinetics, clinical trial

ARG S N, — B RE ko F
T, FoFECRE SN, BEASIRTH S
VI S I 2 A LR HE S B, L
Teh3oT, TNHIEROBERRDMKT L72HE 121,
EHE L AT 258 I TEDOMF 550

HEABIE L, IEH¥ L O MNE - HETid, &
WIZEPERT 2BV D5, £/, K@Y H
Wz A 258121, FAEYICEE IR
TR EZONL s LaL, HEsEErThT
NOEMORNEIEIZED L) LEBEL 5250 %
IEHECTPHIST A5 2 RNEETH Y, &0 DITFHHEE
FEEE T, EYWBREOZ(LIIEHET, 2o HEH

CRBRAFRE) | BT 1-2
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HZFI T RE 2 FFRRREDIRIE b RS ST 7z
WL 2D, TNHEREOMKT L2 BFE BT
% HEW) DIRNENRE R 22 1% % FHRNZFIR I BV TR
L, TOMRIESERE - AREEELETLIL
1, WY EEMERLE A ERT A ) A CHEETH L,

F 0 AP, SNhETICES  OFERD
SN, MREEGEDHERICB W TEEREE %
Ho T, KRMOEHNL, Bhd & K50 H

ZALD T TIRIANEPEIE SN D b D, RELDT T,

HBWVIIRH 2T 721, BRSOV — o5 HRit
ENBLDRE, FEAOLAMEEIZ L) Bz

=Y amRete Tz, FREREAMRTT L2 BE TS,

1EHE L AR5 OFEYBRED LR Z 1l HED
CHE -HEOETOLERS ZNENEL L,
Levofloxacin (LVFX), ciprofloxacin (CPFX), moxi-
floxacin (MFLX) 7 & O 3HA|CTILATHEfE R &8~
O¥EGAE LAY - HEOEFIZSNE R WY E S
NCTWb—FT, #mFIZ grepafloxacin (GPFX)”®
LI EEF 72X EE O EREREETIIHED
BEPLLEL SNTFEHBHS N T 5,

Lascufloxacin (LSFX) 3B CHHE I N2
X 0y RPEHETH Y, Streptococcus pneu-
moniae, Haemophilus Influenzae, Mycoplasma
pneumoniae 7% & O KW ZRF L5k % B BEAEH %
HT A2 00, TNHHMEMRICL ZNERE X
O SRR EISUR S ORHRSE & L THIfF s LT
Who LSFX &, FIHRATH Y 7 17 a )k
DR ERE R, BB L O hA L il S L
KMOHEHTH Y, REED T ZIRPICHREES
LEEIL WY, Zoio, FEEREEICBW
T, R OERD 5 iZIEh~OFEHAHAT 5
HELT, KNS DIHEDELET % W] RElED7RIE
ENb,

Z 2CANE, FHE S, FRRRREEEE 2 xR
LSFX OFHNBEIREIZ AT I IFHEEEIR T o8B L O
TEMERRE L, ZO#Rr oY) 2k - HE%x

EE| 72,
KRR, HREEZESOEELZSITAREIN

7t ANVY U FESICES CHEMEN B L O
GCP A NI A AZHER L THEM L 72 (FAR R
Bk OAREREEHR Y Y5 —, BEEFT:
JapicCTI-205168) .

. NREFE

ABRIL, 2014 4F 12 A5 2015649 AT, K
BfF i SRR, &4 7R KRAERE, TIER
EbE s & O T RIRBE D 4 Rk THERM L 72,
1. WHR

[F] 7 U5 B D 4R i 208 20 7% DL 1 80 kA, Body
Mass Index 7% 16.0 kg/m* L I 30.0 kg/m? il T,
ANV AVENFEEE, JET OV I — VIR I T
(NAFLD), 7NVa—VEFEEEZET 5 HAANS
WrRRRWEERE L Lo A7 Y — = 2 ZEH N
fEB L UBOROFEE, MELE) vEr, MET7 V7
IUBITa by UM ORIERE,LS, B
BRE\Z BT 5k se & o 42 B % Child-Pugh 77
UL Aa7 kL, 5~6 Hx#E (grade A),
7~9 5% WPEEJE (grade B), 10~15 2% FH ¥ (grade
C) /8L, BEDL XL O EITREEBE L R
Hr L, T MEAREMESME (eGFR) 72830
mL/min/1.73 m* R OH, ENIELEVPLELRHEE
TZENHRE R TR OB 2 &, BRRREE S
DEEIIBILN U720 & 512, BRI oSy Eh e
RZEVEOFHIN RS B W R D H % FHHA) [cyto-
chrome P450 (CYP) 3A4 HEIEZ &1 OBFHA Y
BRBEFTIHETFEL TV L HEIL, HEREL L
THIRL oz HEREHSIE, FANICHEMIC X
D BB IO % 15720
2. BRIV, FRORES KUK

RABRIL, Sk, JEER, JExBRo HilAd
HaBi e L CFEM L7z $H L LTI1ETIC lascu-
floxacin 25 mg % & Ll (AMRBEERRNSH) =
HHL, BRICBI2AZDHOHSHETH S 75
mg x5 m e L7z, ZEROBERE I LSFX 75
mg (25 mg §E% 3§8) *HEIG L, #5081, %
SWNCHG1% 1, 2, 4, 8 10, 24, 48 B LU 72
e eneRML, iz & 08 L Tz 15
720
3. MIEREIMEEDRIE

BRI S N7z EEI2 2w, LSFX B & N2 o
WTHABY 7 a7 IUED M hiEeE & k4
HICL A AT v AWl TR B3Iy
77—~ A4 T 2 E&H Bioanalysis FH3EEE) 12
TEHEEA 7 a~ b7 7EIC X D llE L7z,
4. ZEUENREDEEMT

el Z L2, LSFX BL OBy 7 a7 o ¥ vk

BAREFREFZRMES Vol 68 5-1

25



26

[R% - BRPR] FRiSREfEEE1C BT 5 LSFX DERNENE

DMAEREELY ) v a s 8— Ay MEICE Y Fh
ZIRNT L, EWEREXT X — ¥ 2Rk, T2,
FFHERERE E DO EEE T L 12, WERE OIS 3 e
BB L OHWEIRE X T X — & H 5 ZNENERIFRT
w & H WML 7. 3 W B 8 f# AT 12 1L Phoenix®
WinNonlin® ver64 (Certara) *f#H L7z
5. BREMOFE

AEBEH M P (5HZIHET) 2LBLT,
HAER - i e fisd 5 & & b1, R
(MR, AL, R, N4 2
YA o (E, BRIOE, AR HWEB X 01235
LDEMEAEZ EH L7 T72, BIREMEMZ, &
ERPUIOWTHEGIEA L ORER, EEES X
OVE & 5/ L 72,
I &ER
1. W

BB O =% Table 1 1278 F o FHHRREREE O %
&, AV AENFES (BEFE R, 7
o — VIR S (BRI, FFEZ) 5 £ OF NAFLD
(BEBGRF, BFREZS) 254 46, ZOMORRIZ L %
FFREZEAY 1 51T & - 72 Child-Pugh 7512320 X
COH) LT Vva— VIERFEES LU NAFLD 12 &
% BFZE OB BRE % 1 5125 vh S8 5 O BF R R e i 3
(B& 160, 5% 11 GIAEE O FReEEE (5
6%, 5B IZEnETNHFES NI, HFHEREREE
D OBERE OF i 66980 %, HKId 160.02
+6.06 cm, AEIL67.00£650kg TH -7z (LLL,
P = AR ) o BERE 13 Bl eGFR (% 47~97
mL/min/1.73 m* OFFICH V), HEOBEHELT
IEFEO BN Do 72,
2. MFPRE

13 BIOBERE T XTIZB VT, GEREHEEF I
WK OGS B L OCHRmMAER S L7z, LSFX 75
mg  HRII%GHICBIT 5, LSFX B X OB~
7 a7 na VRO mAE bk EHER & Fig 112, #
WEhEE/ ST A — % % Table 2 IZENEIURT

JHF B B S SR BE 1 A0 S 7B 11 B0C B
WC, IHEH LSFX CPIMHE) (3% 5 % 1.31 K¢ H
T 0862 ug/mL @ Cou V23 L 7214, 155 K @
W TR L, AUCKIE 144 ug-h/mL, CL/F i%
5.77L/h THhotze Bl u 7 RoimsE g
BE CFME) 1 Con?¥ 00971 pg/mL, AUC.H® 263
ug-h/mL THo7z, LSFX &> 7 107 a ¥k
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DO AUCOEFHIRT Ay 70 7o EViko
AUCk DEE1T 181% TH - 720

PR REIRE F S S5 B 12 7008 S 7o HBRE 2 BC B
WG, I LSFX CPIgfiE) 13485 1% 0.999 I
T 103 pg/mL @ Cou \Z3E L7214, 215 KER] 02235,
TS L, AUCwIZ 188 pg-h/mL, CL/F i% 451
L/h Th o7z By 7 a7 Eko sk GF
¥ fl) 1 Cow 00524 pg/mL, AUC. A% 1.87 ug-
h/mL T®H o720 LSFX £y 7 a 7o ¥ Lko
AUC DAFHI T By 7 a7 a € ko AUC.
DENEIE 106% ThH - 720

3. el

KRBT, PR E DS S OWERE 2 o
I B 1PN EESRSR () S 1R L. AF
ERZOFFEEIIEETH Y, HIRETEMSEIC X
D 5-8ER L OREERIEZ LB sz I
RERE SR OB ERE 11 B ERRII R L &
Motz BEKE, N4 7V A v BIO125E
LEMEAEICE LT, BREREE 7 5 REEH R
HEEFRITFEO N 0o 72,

. =8

4, AV AMRFEESE, NAFLD, 73—
HERFEEEZR &, FRREREE OB & 21 72 HAR A
TOWERE 13BZX L & LT, HEEOKT D
LSFX ORNEIREIC KT BB L etk & E)
U720 INOHEREO—IIZIE, FFEIEO TN
2T, EHEBEREE F /PSR KT L 2R
(eGFR : 47~89 mL/min/173 m*) 2&FNT\w/z
(Table 1) IFHkEEREE %243 2 BE T, Bk
OB L, FFiATE 72 2 B Zelisidn Tld e v 3g
Wa 532 OB ORNER LT SR 3D
HHIEPMENTWDY, LaL, LSFX TiE, &
BREETHICBWT, ZOEESEICL S TEEAER
TAOMEANEIREI AT T B W LT TICH
5o TnDY, ZD72%, LSFX O F#aE R
ELZIZB T BN T 5 D 2T, Bk
KTRUDTEETL2LEET 2L D LEEZ SN,
RERBETIE, SRS LT, IFHREDSIE R 72 BBk
HTORNENEL FIEICHET L 2ol S0,
BIEER CHiE ST\ b, LSFX &l (75 mg
§E18E) AR (BB 24 61) "2 22 RE T
Pe5-0F, B X UM EOBBRET RPARRBROH
Ept b BRI L TV 5, BRI T & 03 E)
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1.5 == Lascufloxacin (T106-1-03)
=2x= Lascufloxacin (T106-1-02)

=& Descyclopropyl form (T106-1-03)
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Time (h)
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: o
=

0.001

Time (h)

Concentrations of lascufloxacin and descyclopropyl form in plasma after a single oral administration

of 75 mg of lascufloxacin in subjects with hepatic impairment
Left panel: subjects with mild hepatic impairment (mean * SD, n = 11), right panel: subjects with moder-
ate hepatic impairment (individual data, n =2)

REA MY L 72 B 12 B AT HREE (BB IE R &
6 1) DOIBYFEE/NS A — & L DI Table 312
L7z AREERTH S N7 IR BRI E AN OB ER
FHIZBU B LSFX D Couw B & U AUC & fERHEHLA
LI T AL, ZNENISH/EBLV14BTHY,
EREREIR T & 12 BT 2 S B REAER O K HEHE & g
T5L, WINRL 10 THo7e F7o, IFHERERE
EPEEEE DYERE BT B LSFX D Cou B L O
AUC RN E T 5 L, Zhen 17fb
IR TH Y, BT HEICBIT 2 HEWHE
AEBEORREE L LT 2L, TN 12/BB8 L0
L3R THh o7z, WEEE RPAABOWERE &
BRI L TV 2 BRI T 312 B 1) 2 B RE
ERORIEHE & O BB TIE, A AERE &A% R
BLOFREOWBZ LI, WNT X — 5 I FERE
DR L7275, RN L DIERIZB T, ®
REEER L, LAL, €021 kid/ha {, LSFX
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Table 2. Pharmacokinetic parameters of lascufloxacin and descyclopropyl form after a sin-
gle oral administration of 75 mg of lascufloxacin in subjects with hepatic impair-

ment

Subjects with moderate hepatic

Subjects with . . b
impairment
Pharmacokinetic parameter mild hepatic
. . a Subject Subject
impairment Mean
no. 12 no. 13
Lascufloxacin
Cinax (ug/mL) 0.862 * 0.190 1.03 0.734 1.32
tmax (h) 1.31 + 0.522 0.999 1.03 0.967
ti2 (h) 155 = 3.43 21.5 19.6 23.4
AUCint (4gsh/mL) 144 £ 5.23 18.8 12.4 25.3
CL/F (L/h) 577 £ 1.87 4.51 6.06 2.96
Vd/F (L) 123 £ 252 135 171 99.9
Descyclopropyl form
Cinax (ug/mL) 0.0971 *+ 0.0234 0.0524 0.0414 0.0634
tmax (h) 222 * 211 1.46 1.95 0.967
ti2 (h) 19.1 = 3.35 25.6 22.8 28.3
AUCint (¢geh/mL) 2.68 * 0.343 1.87 1.71 2.03
AUCintratio® (%) 18.1 = 5.19 10.6 13.2 8.13

2Mean +SD,n=11

b Mean and individual data for two subjects (Subject no.12 and Subject no.13)

¢ AUCinr ratios were calculated by dividing the AUCint of descyclopropyl form by the sum of
AUCins of lascufloxacin and AUCins of descyclopropyl form

Table 3. Comparison of the pharmacokinetic parameters between subjects with hepatic impairment
and healthy volunteers
L Healthy subjects ~ Normal subjects Subjects with Subjects with
Pharmacokinetic i X .
tor (Food effect (Renal dysfunc- mild hepatic moderate hepatic
arame
P study) * tion study) impairment ¢ impairment ¢
Cinax (ug/mL) 0.592 0.868 0.862 1.03
tmax (h) 248 1.17 1.31 0.999
tu2 (h) 13.9 16.8 155 215
AUCint  (ugeh/mL) 10.2 14.7 14.4 18.8
CL/F (L/h) 7.63 5.23 5.77 451
Item
Age (years) 289 61.8 66.9 70.5
Weight  (kg) 63.07 58.28 67.00 63.90

2Mean, n = 24 (Pharmacokinetic study of lascufloxacin in non-elderly healthy men and elderly men'? )
b Mean, n = 6 (Pharmacokinetics of lascufloxacin in patients with renal dysfunction'?)

¢Mean,n=11
dMean,n=2

R ARV 7 b YR E T, FEREOIRT
WEDREZZITIZL VI EYDRHIFONT WD,

WX LT, BFREREIR TS & D RN EhREAT K & <
%@%iﬁ%GWXT@,H%T@ﬁ%ﬁ%W#

COEZMHRBEHTH Y, £ONHIZIE CYPLIA2
PRG35 L ENn5Y, LSFX 1F, HEFEORS S

Nt Wyrzao7avifkicf#Esn, RBLO
HFIPANZFNZFI 31.6%, 8.89% M-S N5 —F, K
ZAbRE L CIRB L ORI S N E AT

F11838%, 16.0% & A 72 Y,
Sy 7 a7 a E Ao R I3 CYP3A4 A3
G352 LN E > TWD"Y, CYP3A4 12D
WL, AR AR E R E O AT LT,
CYP3A ORFEM 2 IEFETH 5 midazolam D 7 1)

S 512, LSFX 2

TIYAPRECKTTHI L dIMESNTNEY,

ARETIE, BEL L OPEEOIHERBETHICS
WT, LSFX DR & R ENBIEDOZLIIBIR S Nz

motze L L, HHEREREEATHEERE LI L o JTREE
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RYGERE T, BRI E ZeUsHi s hTtwnb,

FIUC LA, AR T AYEE S 4 R GiE B 10)
T, FFREREIEE & I REER R OK & B x =
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LY REBIIRD SN D572 ORI, 1)
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bDOTIE o7z,

Ll LR S, B OIFRE AR 5% T3, LSFX 12)
BIOWY 7070 CVE I RT3
FERRIR T 034 7% <, LSFX R T T %
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Pharmacokinetics of lascufloxacin in patients with hepatic impairment
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We investigated the safety profiles, as well as the effects of impaired liver function on the pharmacoki-
netics (PK) of lascufloxacin (LSFX) in 13 Japanese male and female volunteers with mild (11 subjects) or
moderate (2 subjects) hepatic impairment (hereafter simply, hepatic impairment) classified by the Child-
Pugh score. Each subject received a single oral dose of 75 mg LSFX in the fasting state. The plasma con-
centrations of LSFX and its descyclopropyl form (a metabolite) were determined by a HPLC method, and
the PK parameters were calculated.

The mean peak plasma concentrations in the subjects with mild and moderate hepatic impairment
cases were 0.862 pg/mL at 1.31 hours and 1.03 ug/mL at 0.999 hours. The mean elimination half-lives
were 15.5 and 21.5 hours, with AUC,, values of 14.4 and 188 pg-h/mL and CL/F values of 5.77 and 4.51 L/
h, respectively. The plasma concentrations of the descyclopropyl form of the drug as compared to LSFX
remained less than 1/10-1/5 in the subjects with mild hepatic impairment and 1/20-1/5 in the subjects
with moderate hepatic impairment. There were no apparent differences in the plasma concentrations of
LSFX or its descyclopropyl form between the subjects with mild and moderate hepatic impairment. The
PK parameters were also considered not to be significantly different from those observed in healthy
adults in a separate study. There were no adverse reactions, or abnormalities of the clinical laboratory
findings, vital signs or ECG in the subjects, except for mild constipation in one subject.

We concluded that dose adjustment of LSFX is unnecessary for clinical cases with mild hepatic impair-
ment, since mild hepatic impairment had little effects on the PK profile of LSFX or its metabolite. How-
ever, careful administration of the drug would be advisable in patients with moderate or severe hepatic
impairment, because of the very limited clinical experience.
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