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[R¥E - BaFK)
-1 5 & GSE L2 0} 3 5 sitafloxacin @ — & IR SR

wlk JEY - WIS - L Y- AR BB SR BN
M ORY - Bk WERT - iRy - A R
U H AR A Rl IR L e
i 30 S YN R SIS
¥ ALK AR N s B A JE Al LIk A hE 38 B ZERF FE 50
iR AL S 15 R R BE N R
¥ BRI R 271 27 i AR S e 27 ol I
M PN YN VR P e R R S
AL R AR BE PR 2 R ZERE PR} T8 7 P
O U R R PR R A JE B2 G I
¥ HUR T R S AR I S hE A

PR 19 48 12 11 28 B2 - SPH 20 46 2 71 8 H28)

W (55 )
S - A 0

—a2—F/a v RPTEHE sitafloxacin (STFX ;: DU-6859a) &, WEIAWIIHAXRYZ bV EAHL, RS
JEGE D EZHEK W TdH 5 Streptococcus pneumoniae 12K LT H MR 2 H T %o MR AEGIE 1K
§ % STFX OFMME & ZeME2Hli§ 5 & & b12, REOWKRIMERHELZRZ 515 1M 50mgl H 2
Bl OZ UM%, 1H100mgl H 2 \l# 5 % & ¢ K 308k 12 T pharmacokinetics-pharmacodynamics
(PK/PD) D@l & ) HE L7,

HRhEIX, 50 mgx2/H$%5-T 923% (96/104), 100 mgx2/H#%5-T93.1% (27/29) TH -7z, Bk
fL=13, 50 mgx2/H$'5-T 89.1% (57/64), 100 mgx2/H#5-T 824% (14/17) THo7zo F2JEHA
WKL, S. pneumoniae 91.7% (22/24), Haemophilus influenzae 100% (24/24) T&h -7z,

NA RN &) S L 7P 2R BEE R D Cra B & OV AUCkan 13, 50 mgXx 2/HIGTLhETh
057=021 ug/mL 35 £ 08938+ 424 ug - h/mL, 100 mgx2/H 5 CZNZh 117045 ug/mL 3 &
U 17.06 %652 ug - h/mL T 5 720 Con/MIC 55 BT % 7243 AUCsn/MIC % 100 L F 354135 B i
DIHRFIZ TN ZN333% (3/9) F7212400% (4/10) EAKAH o 7225, Cow/MIC 235 2 2 2355613
96.3% (79/82), AUCo/MIC %3100 % i 2. 535613 96.3% (78/81) DIHEFEI MO, 7z, KK
Bcfd o 2 RER ST 5 STFX @ MICwid 01 pg/mL T3 1), WP EGAE O J5 K 3 0 9 E#12 k)
LTl 50 mg X2/ H#%5 T Cou/MIC 5 B £ U AUCo2n/MIC 100 % (ZiTWi 72T & E Z H 720

FIVEHFEBEIE, 50 mgx2/H¥:5-T 435% (50/115), 100 mg x 2/ H¥%5-T 42.4% (14/33) TH - 7=
FAEWEHIE TR E2ERETH ), ZOFRHEIL 135% (20/148) Th o 720 THI £ 7213 KE D FBIM
ERE D Cax B £ OV AUCo2n 13, FEFBIEERE IZHARE TSRS DNz F 72, HEE L8 S N7-EIE

MO N Lo Tz,
PlEDWR L b, MR EGSEICH$ 5 STEX o - HE I 1M 50mgl H 2 [ASEYTH 5 & H)
Wr L7z

Key words: respiratory tract infection, PK/PD, sitafloxacin, fluoroquinolone

ARIBTIL, WP EGE O F RN E TH 5 Streptococcus  TENZEN 348% & 238% TH Y, S. pneumoniae DX 7 17
pneumonige D=3 Y RERE, v 154 FRPIREHIEIZ A FRIUE KT 2 2004 4E DTt AL 3% 80% T dH -
x5 B iPE b2 L <, penicillin-intermediate S. pneumoniae 720 F 72, FIBRICIRRZREEGRE O 1 ZF KN W CTdH 2 Haemophi-
(PISP) & penicillin-resistant S. pneumoniae (PRSP) 0454 lus influenzae T % B-lactamase negative ampicillin resistant
FEIE, 2002 EQOHE TENZEN 4% & 7%, 2004 O H. influenzae (BLNAR) OG5 BEBHED ¥ £ > TH Y, 2002
* R T2 R RNTLE 986-2
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4EI21% 25.8%, 2004 4EICIX 51.6% & ShTw" Y, Wt
T & S. pneumoniae 1< & % 1 W Jiti €12 & L T levofloxacin
(LVFX) * ciprofloxacin (CPFX) »HH &L TW5BA, S.
pneumoniae D ¥/ 1 Y TPALITHR 2 TH 2 b OOHET LD
2507, X YEWIIR %A % moxifloxacin (MFLX) 7%
ELAEZ M) —=F/ureHansHLnF /o miw
HOMBERED LN TRLOHFLVEAOZL 1T
pharmacokinetics-pharmacodynamics (PK/PD) Pimic3E—o
WCHE: - HENREESN TS, 2O X9 Rl CTOIRR
ZhEx, AHTOLHEEORGRZEIH2) PK/PD H
MAEEHINTETBY, EE, HAMEFREFESE PO
a_PKTD@ EE LRI R OIS D W Tk
INTn3

Sitafloxacin (STFX : DU-6859a) (345 —#3pkX &t (3

Bkt ISk VAR S ez 2 —F ) 0 U RAUW
HTH Y, IR, RO 77 ABEMREB X077 ABRTHE
POIAATTARE, 7T IV TIBICE CREIEE VI
ARZ PVEAT Y BUE, BIYERRICB W TIRIFERE O
BZME TS EE 2o T35, TROOFRENEIZHT S
STFX OHLE NI FO =2 —F /0 Y RPUEHE LD bR
W Za—% 0 VRFUEEIEDNA Vv 4 L—2 L bF
AV X T —¥ IV OREFRIGENZ HE LIEG Y 2789, STFX
BEEfFDO = 2 —F 7 0 VSRV & 0 MBS T 5 HEE
AL, FF 7 a rikvE#is (QRDR) (AR EH T
ZMEFEOEE LM HET 270, /70 VRIS L
THHMOHH ) 2 FHT 575 1998 4E70> 5 2001 4FI2A) T,
i 9 R & P 5 S D e e P R R 2 o BT BB T AR IR
IRiABEZ 9Eh L, LVFX 100 mg 1 H 3 [ml#z5-123F9 % STFX
50mgl H 2 G- 0HEIBRES N2 & LD, IR
JEYHEIH LT STFX 50 mg 1 H 2 B4 5-CTTHa 2 A% %
NCIR ]  ByA

TR ARG R & L5 TAHBRRHERICHIT % 7 HEH
G- TOARIED AUChiniZ, 1150 mg B X 0¥ 100 mg,
1 H 2m (12 BRI TFh2h 2712035 ug - h/mL B X
°590+084 ug - h/mL LF S N7z, F72, 2002 4EDEK
SrHERR O KPR IR T 2 Y — XA TV 2I2BIT S
S. pneumoniae \2%3 % STFX @ MICw it 0.03 ug/mL TdH -
72" AUCoom it AUChn D 2 FHCHIS T 2 L X S, Hijl
DI & S. pneumoniae (2K 3 % A HE D AUCyan/MIC 1Z
50 mg x 2/ H¥%45-T 180.7, 100 mgx2/H¥%5 T 393.3 & g
ENb, —H, S. pneumoniae EFRIEBIH] < 7 A KBEH; - il
BREETVIZBWTSTFX AR EZRTHEL LT
AUCo2s/MIC 13 37 TH B Z L AIE SN TH DY, A 50
mg X2/ H#EGIT L ) BHIBE LA MR T 5 2 &3 T4 12T
ThHhbIEIPRBENTZ LD LEDOZ &0 6, KGERO LR
1350 mgx2/HIxG5- 2 CEEL, SHICHHAETH S
100 mg X2/ H¥X G- OB EHRTH I & & L,

PK/PD HEIZ L o THEZRET 2 HEEEIEMR I N,
—a—F /0 REEEOHENME I Cou/MICB & T

AUCou/MIC EHIBT 2 EME SR TWE 00", Zhb
FEWE TV E RS OER T — 5120 b0 TH B,
CNFE TR CERMH IS N TV 2RI BT PK/
PD % BRMICHES L7223t i34 %, BRRBICB W T
PK/PD i3 2B O@Y et Gl ¥y =7y e 354
VI 2 & ORI O B 4T LS HIETIE 2 v, A
TERENTE T2 HIHED PK/PD T 2011, £
%2 &t TABBIYEICN LTOIDTH L Lh b,
AREER TP A S 2 R & L, FRiclidhiige & 18
PR ERARZE O RS & MG 2 2 & & L7,

P&y, RGBT EGEBEEZ NS L LT50
mgl H 2M#%5 & 100mg1 H 2 ml¥5-0 650 & 24t
RS 5 L & BT, IPRERRGYEEE ToO STFX O3 H)E
% §Fili L, PK/PD OB S RHER N RO Z 4P 2 BE) L
72

B, AREBIE RN OBRREB O EEo 38 (GCP) |
(EAEB4% 28 %5, PR 94ES H 27 AAF) 285 LCHM L
72

L MWRELUVFE

1. x4

2005 4F 1 H 2~ & 2006 4F- 3 H % TIT 4 E 43 jtiik
4Ltzm%uﬁwﬁ%%W%F$%%‘%%#Lb$%
BROMNE - BB OMNZ Ex a3 L, BERAD
HHBERIZIZ2EBRSMOFRE S CHEICL VRO
148 Bl x4 & L7z,

SRR, BE~PSEOWRMi% (42375 X
<hig, 79 IVTMRBIOL YA IMiRE G,
PRI ERIRZE O kRS L EMRE K E L.
EIEEHEE [P ERERAYRE |2 BT 5 F iAo

REEAGE: (%) ]V OBEIHE - 720

M i gIZ oW TIE, IWEB X At % VI3 WE8 CT
WAL 72 & OMGARA CAMEICH 72 (B L 22 Bl gpkRa i
R, MM CHMERBEMm (ke FR %
Bz25) HAHVIZCRP LA (1.0mg/dL BAE) %52
LREDIL, KOAHBEFR 2HAD LW EHTE
g E L7z, O3TC U EOREEFD L, QW IR
oW, NiE, @%@%@5%wfn#®W%%ﬁﬁ
2D, OIS TEED DL, OWFELR E ORI
b, ﬁ@@k%méhé%&%#% ENDD, HbH
WIIHERR SN AT REEO S WREOREIE L N5,

PRPENFIZRIR 2 D ZRIEG D WU, 1B E %
RETIRE, SEE, MiKNE, BUHENRS, b
TRHERE 70 O RRYMERE (72721, 0F AR E L
RKBLUEBEBR L U TR ZIRE A 5 5 BT
BBIERC) &L, ROEMFZNZ LTS EH LS
& L7zo ORI X M 7% 12 & o TAMREX
KM BRI S, BEREEOFIEIHE I T
%, QWL - WEHEOF 2R IMBL, B D IZEERE OB
RIRVEE O EALZ D 5, @MERAIZT, CRP 15
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(0.7mg/dL DL.I) #3805, F72, WHELED KO%&M:
Ziizzd e Lz, ORKEPHETH S, @ 37C LA
FoRRERD D, MM THMERES M (i
MM FREBZ L) 2D 5b,

SHREZRIIOWTIE, FEREAEY &g 25
WASWEIR 72 EORARD» SRR I NS D, 5 WVIFHERR S
NAZWRERFCRELRREPEONLBELNR L
L. ROZHEHD) B 2HHAD E&Gzd I & L,
D 37C D Lo%tsa i 5, QMR T H M EREE
o iRk LMW EREZ B2 %) 205, @Mk
T CRPfEER (0.7mg/dL UL E) #3885,

T2, WTFROEBRIZBWTY, BRYYED b VI &0
SEDFEFEDSESE TH 5 7 ERRRFEG 18 & e EH =,
TADAL EOFRBEHRELGHE IS OBES
AT H5BALEIREEICEEL, HErokiZle
L7z

2. B5HEB L OG-

1\ 50mg % 1 H 2 [, $1B X OFISREOHESG L7z 8
BB ofEIR - B, SEER, EETHIRLFRE O E R
WaE#EZEL, 1M 100mgl H2MoE5bwWE L 1
[0 100 mg # ¥ 5-5 A1, WEE OFks L B %
ERTHI L L L7 (65T T Co ¥ 60 mL/min DLk
HEEL),

VS5 HENE 7 O & Lie 72720, R ARATER X
N7z KW L7236, ARG hiEE AR Sh
AR 7 BN ToRGdEET E L,

3. PRSI FEHA] - L

B GHIE I, oBESE, WmodiREL IV
TRTCOMMBEOEZKE (7054 FRIARED
ERGOMGAARIEEHET), TV F=yo BT 10
mg/Hz B2 2EIBBEEATaA F (&g, BA), 7V
A<M s By AtV 5| ) 751 8 Sy v iy AC SV = o o o 7 )
MBI M Tu7= YBH, TVIZT L2567 5
HIEA, <72 285, An o 28H), #A, -
7 a7 ) »#HF]  granulocyte colony stimulating factor
(G-CSF) # #I macrophage colony stimulating factor
(M-CSF) #A OB ERIE Uz F /2, S Ml
WL L RELHEREIIEE Lz, 2720, 2hs ot
BB L OWESLE G IR E ORI ZE L
UQELE kAR e N I By A

4. FFEEA B L OFE R

1) BEER

BB o — F, ERES, EEHH, M, B
BLOKRE, B5HGEREOAR - HBROX S, EYE
Bt EEERE - AEB X OCZFOEEE, KIEOH
B (HEOHKIERDI), 1 HS5 28 X 20 #REH,
~7u 74 FRURELRENEGOHE (50 ] 0
Bi3gEH G, HHEMN, 1 BSE, 1 Hix5 R &5
W), EETPRAL R (RGBT 13 H DN O

azithromycin (AZM), #%5-B4AHT7 H N OO BT HE
®) ofifk (50| oW 3sERA, KSR, 1 HEK
G, BGHIM, AR) Iow Tl L.

2) MRFEERN

bR 70 H WX L 7268 HAL, M2 B X OREED Sk
IRV & ONMRIERFH 2 ffE R L 720

3)  BRARIER -

PG-BkGHT, 5P 3 Bi%, 5T - dkkBs X
OHGHT - ik 7 BRI, 3% - BaIic X R (i
), BNk Mo (B X OMRIR), WP ME, M
T oA R L ORE, HImERE, HifEkgm, CRP
WZDOWTHAE L 720

4)  JwEk X M

Tl 9835 & OV VERT-IR 230 22 D & e DR 12
DWW, FGRMGRT $5G 3 Bk, 5T - Tk
B, DEZIS U TG T - Hik 7 BRRICH R X 8% B
- ABY

5 WUEMFRA

P 5-BkGHT, 5B 3 Hig, 5T - HkkRC,
JE R O 58 - FED 72 DRk (W, B3
Wi &) 2R, BEMBEFREH OB LY, 558 -
) 5E & R E & FEt L 720 A FEREPEARIRR T D 23 -
% & WRMHE DO, wEMREZELT—EL L,
BENIE U CHRIRSIMRE F2Hi L 720 KEMERBIRI T D
G - SR EE R S T0%, iR R At =2
=y =2 (Bl 22 b 2 74 = v 2B at) (2%
L, B - e & WEIE 217> 720 JNE B & 0%
Gt ML & HEE S D 2 BERR O S TR SR 109 % %
% HA L p KRR P> TE L 720
7z, Staphylococcus aureus, S. pneumoniae, Pseudomonas
aeruginosa, H. influenzae, Moraxella (Branhamella) ca-
tarrhalis B & UF Klebsiella sp. 2 2 \» T & Clinical and
Laboratory Standards Institute (CLSI) " T b &z %
WE L 7o & 512, H.influenzae, M. (B.) catarrhalis
WZowTid=tat 74 YL BE -5y~ —ET
A b EERL 7,

EH1T, MR EKERE, RS L OBG-%ImE
WIZ2oWT, T 2 Y 5 72 0B 1T &
157

(1) s. pneumoniae, Klebsiella sp. B & O P. aeruginosa
Z2oWTid, DNA VYA VL—ABIF IR,V AT —
£ IV ® QRDR D2 FARAL &2 i~ 720

(2) PISP, PRSP, ~2 151 Fiiftk (MLR) S. pneu-
moniae, BLNAR, * %1 B-5 27 ¥~<—+¥ (MBL) 4
b U AIHEILER B-5 7 ¥~ —¥ (ESBL) JEAA%E
BRDLRRIZOWT, #RFHRZRE L7

Tz, BGRMGRNS, FEERW A BIR TRt o7z
D ORAE (B X OIHEAR Cwil) Z8IL, PCR

32T Mycoplasma pneumoniae, Chlamydia pneumoniae,
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Legionella pneumophila O 854 & F20 L 72,

T 72, GG R GHET - Ik D B\ IdH G
T HIETHED) AR EDS 1N, Mk LR
FRIL, HASH=E33E — 3 — TS TRISRT R
PR 2 L 72,

~ A4 37T APk iR & SOS (CF) #:), C. pneu-
moniae 1gG (SpIEHOLHUE (MIF) ), C. pneumoniae IgM
(MIF %), Chlamydia psittaci Hu4& (CF %), L. pneumophila
IgG (IFA i), Legionella JRHU (Biotest-EIA )

6) LI SR O 52

MG YR ENE O /z012, KL LTS G 3
Ht 72133587 - HIRKIZ 2~5 MZ 24 5 mL
PRILL, ZECL 7210 (% 2mL) %8812 TR - 20T
THRERA Lz IR E O & L7225, b5
7 (GERED, ConfHiE (358 1~3 KEH), 1 PR
(He 5512 4~8 W) ZIRMBFIO H L LT, KRR
21 BRI 2 2 & ZHESE L 720 450 O R BRIEIRE
BE, FRIMEZ] B X ORI H O RIEH AT O B FOA %
FLER L, SEMBRMATICHE Lzo M STEX HEEE 1M
RS EZFMFE— Y — T VBV CEREARZ o<
7574 =% 7T AEEGH (LCMS/MS) 12X il
E L7, ER TR 0.010 ug/mL TH- 720

7)  ERARRAT

BG-BanT, 5B 3 ik, BGRT - kB X
CRFEIS U THRGHT - ik 7 HIRIZ, RISR§ AL
HH % &£ R Tl e L7z,

M —Mehieds GRILERE, ~EZOEry&E, Ax 72
Yoy ME, BEERE, BiEko o (ERERER, kPR,
EFER (BURBRER, 0 3EREER), U >osER HER), v
Bk, Hrbgsewid (AST (GOT), ALT (GPT), LDH,
y-GTP, ALP, B UL v, HEYYLVE Y, I L A
Fu—)), H#ERE (BUN, G2 L7F=>), R
B O Geth), &1 (GEM)) B X UOZofboliiEm
A& (MiEEMHE (Na, K, CD, CK(CPK), I# CRP)

8) HEHHR

BB E ORRBEMBOA MIIM DT, BB S R
POEGHT - HIkE 3 HE TSRO N7z, BEREIC
HEUTRTOFFE L L BviEk - g (BRBR A
Rz at) $3RNsEERRE L

BBREER G & 0 L T 2R - BUE R I3 A
PR & U ORISR L, AERRE Larol
P, EBRERGHICEL L 2GS AEEL L LT
v, BALDHERESNI-HEZ ZOFEHLORIHH L L
7oo Fio, RERBIHE) IR - B0 B LS X KRR
ROBALIAERRE Lad o7 BREREMIZOWT
&, BA LS THURSEIC X 2 RBUERIC B 5
FIVER, BRI S oK g B R ) % 2% 1R Bok
FEEERG £ 72 13RO HIER SR E L B2 HE L,
REEH e AHERERE LT o 720

HERZPEB L2560, E @Y 2L % i#
U5EEDITHGHMEmOREIZIZIZNETZ2ET,
HZWVIERHEZR WL ARWVIGE L 72 L HB S b T CEBH
TEITV, BIREHE L. B, THIBHL5S
ZAEPEIR GRARAE, JKARME), 1 B[RS X OifE O F #
IZOWTH AL 72,

5. Mg kB LUzt

1) EGE e

12 5- BRGSO BRYWRE BIE B & H AR bl [P
TRIBGEZ BT 2 B pi A R O R (%) 19
WZhEvy, [EERE], [HEERE], [TEAE] THE L7,

2) KEHEHE - SEOEEEB I BB EEY

HERE - AHEOEIERE % HALEE LS (IR
TRIBGEZ BT 2 By AE R O BRI (%) 19
WZhEvy, [EEREE], [H&ERE], THEEEITH®E L7z, £72,
JRYAE EAERE & FER A - B OHEDEEE S O BB HE
A TEE], (W&l [HEE] CHE L7z,

3)  ERIRENR

HAAL RS TR SR & AYE 2 B 1 2 Frllbufsi st
W OIREEM D (2) V%2 2812, RS- BIAN,
W5-FiG 3 HiRB X UHRG#T - HIkOME, Wi X
PSR, BIMEREE X O CRP H0HR 25, KEBIE3
H%dB L OHG5#T - FIkRoBREEZ (A5, [
Bl BILO THEARE] OGFETHE L, 7B, TP
i JESEBI T, WER X B DWW T, [ 2 EGRE 12 BT
2 W BYURCE Y I O BRI (%) 1'% 2812, K
RN BU B0 & HEBAIL L 72,

F72, H&E#T - Ik 7 HEOBRIREIR %2 2k /B
L OERDOA I, GBS G T E D O OPRIER S
OFEMEZX Y, TH], [ER] B IO HEATR] D
SFETHE L7,

4) MO FIR) R

HAAL LA TR SR & AYE 2 B 1 2 Frblbufsi sk
I O IREHAM 2 () |12 Hew, B54T - kRO #
B 2L oM AR [THRE 23 HEEEEL, [
B F 7R, ekl THZRR, THEARE]
WIENATHE L 72,

5 AEHEHFZ

AERROEREE L, Wi, Bk EEREMICHE
L, [PUHEBIC X 2 RBERNC B A EIVEH, ERRANE
B ORI EIAER Ve BB TR, ThsseE ], [EE
DTN THE L7z RS & ORRERIIHERE D
IR, GPHE, PRHZE - BERSRE, REBREE L AR
LBl ORI ZHRL, [HOH2IEEDS D |,
(%5 BED Y |, THED LD L], NFEAEH
WL, TBERL] BXU [BEERH] »6 X5 TH
EL, [ZEACHEZ UIMBEZ LA 0G5 % IfE
AE LT o7z,
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6. FEBIDOIL Y P & FEE

BAEBNZDOWT, BRFALEER £ 7213650 EE R
L aBW%, WRMES X OHIEFERR RO H E DR Y
PE BB T RICHBRAER ARG L, ZofE%s
REFHMREH®HRL, &7 =7 OWMY Pz g Lz,
BEM 2SR b N HIHICOW T, RBREEER X 72
RS HEM E oM THEL, BERO—HZKD, &
F—F OWY P ERREE LT, Fio, KIMNTTRER %
DT D& 512l o720

) ARVERRNT R G5

ARDVEREAT A SR L, ATRBRIC B8k S Nz SHER A
5, HR7Z% GCP & (FERIUT, HEFHE Lo
RN G) &, BEBRIEASS5 H (3 HA) DL
&N, ROFFICER L2 VIERE L7ze OxRIME
B, OBPULHEE I F 22 IS BRARIEAL, ORI - HE
W, OPFREESEF 2R EE RO, OFR
IR E B E LR A E], OBRRIERE LT R
Tk % B O M NICERiS S, @ik,

2) A R R SRR R G SR

MR 22 AR AR X RAE RN, AR A S 4 F
I BLHIE AR R ETTEETH 2 IEBH 5 W ITERD
£HE L7

3)  BAEUWMITNSER

RN REIIL, REBIIEF S W SER 2
LE K% GCP &N (FERIE, HHRTFHRE LoER
WA G) ZBE, RREID R LD 1 G
B XNEFOHERIE Lz,

4) PK/PD NS 4ER (4a)

PK/PD Nt RAEM (Zath) 13, Rt R 4E
o955, SEWshiEsaE o RE A E Nl S - 0%
MEL7ze 72720, EWBIRIEE 2 KITTPHEL A
AL EEEL, BEYWoRUIwEL 52559 %8
BisE 2 9 D WERH IS LTz,

5) PK/PD NS 4EE (AR )

PK/PD it xt R 4R (A #htk) &, PK/PD fdix 4
£l (B&eM) OWBED I L, ROSM %5 THER
FTOEME Lize OB MM RERNE T 5 85
B, QMR RN SR E TN ERE, ®
JFERE AR SN TE Y, 20 MIC HA3F]H 7T iE 7 Bk
o

7. FMEEHEAT

D AN

FEERHMIE B 3 58T - PR OBRIRR OB R
L, BiHMEEBIZOWTEHEEMB L CIEBE I3
D M 95% BEX M AR L7z,

2) HEHELB X OCRBWEHOHH

HERRE X ORI OB
W 95% fEHHX B L O E R L7,

BRUPRLEZD

3)  FYBRE DT

(1) PK/PD 785 A —% L AHRIPEOMBEYE DM

NAZFEFICLIDREBLHERE T L DCun &
AUChun 2 i L T, Cuu/MIC & AUCoo/MIC %, F
7z, invitro THET L7z MILEERAR S (61.2%) 2 H
WT 7Y — R L 72 Cou/MIC & AUCon/MIC % H
H L7,

WEAT - ik, 553 Hik, 5T - HIk
7 HBEOBREIR 7233 5% T - Ik OMEZIR)
RATLDHE) &, FHHAD Con/MIC & AUCoan/
MIC OB % #iit U720 72, Cou/ MIC & AUCo2i/MIC
EENENYTINV—TIL, TN —T T EIZHR
BB IOHERZHIL L7,

(2) EYBRE/NT X — ¥ L2V BB

HEHL, GBI, AST 8, ALT 84, T, ki
DFEBBERH & FERMPEEE IOV T Coe Cn BI T
AUCp2m %ﬂfﬁi L7

nm % R

1. FEBIRERL

BEk Lo E 1 148 BITH Y, HNFIE 50 mg < 2/H
525115 %, 100 mgx2/H¥% 52533 Bl TH -7z, Th
5 148 B4 B & AV g £ R & L7z (Fig. Do

B RPN RN, BERERE 2> & [ X G hh i
200, [Ephiseiespc] 2460, REEES] 16, [R50
HAR] 460k L0 [BEA3ER] 6 B 15 6% By
72133 B TH - 72,

IR 7 O R R AT o R AR UL 81 5 96 Bk Tdh - 720 Ml
IR RN o QAR FUASER ] O RN T IR R T AN 1A%
51 fll, [HAERFEM] 251 BITH o7,

PK/PD f##7 x+ % B (% 4 1%) 13137 6, PK/PD
AT RAER (HRhiE) 374 61CTH - 72,

2. BEERRAT

BRI REFNIC BT 5 BB 5% Table 1 IR
To F72, FIHEOWN:R%E Table 2 I2/RT 6 S. pneumoniae
WHOFE=2—F /0 v RPIHEIE I T2 REEZ
5 % Fig. 2 13R

il 2843 63 11 (47.4%), PRPENFIRERIRZE O — RIS,
1356 B (421%), BMEXEZHRIE 14 61 (105%) TH o
720 B 5RO BZEIZ 50 mg x 2/ HP5-%3104 61, 100
mgx2/H¥E5H29 FlTH - 72

RS ETHET S L, 65l Lo B#EIX 50 mgx2/
H # 5 T63#1 (606%), 100mgx2/H # 5 T7#
(241%) & 50 mgx2/H¥x5-TEh o7z EAE HIE R
A EERE O B X 50 mgx 2/H ¥ 5T 64 5 (61.5%),
100 mg x 2/ H¥5-T 22 $1 (75.9%) & 100 mg x 2/ H ¥ 5-
TEDolze Tz, HAEERE - GIHEX AT 5 EH 1L 50
mg x2/H¥5-T 83 #1(79.8%), 100 mgx2/HH%5-T 16
% (552%) TH Y, 50mgx2/HEG DI H%Hh -7,
ZOMDOIHA B L O ERERE O - IBHIIBWT
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Enrolled patients
50 mg 115 Reason for exclusion 50 mg (100 mg| Total
100 mg 33 Other than the target disease 2 2
Total 148 —— - —
Violation of exclusion criteria 1 1 2
Lost to follow-up 1 1
Safety analysis set » Shortage of.tr.eatment per?od 4 4
Use of prohibited concomitant 3 3 6
50 mg 115 medication
100 mg 33 Efficacy analysis set Total 11 4 15
Total 148
50 mg 104
100 m; 29 -
Reason for exclusion | 50 mg | 100 mg | Total Totalg 133 Reast?n for exc.lusmn 50mg 100 mg| Total
Violation of exclusion NO causative organism 40 11 51
P 1 1 identified before treatment
ariterla Essential data missing or invalid 1 1
Use of prohibited
concomitant 9 3 s [ Total 40 12 52
medication
Essential data missing 4 1 5 Bacter.iological efficacy
or invalid analysis set
Total 6 5 11 50 mg 64
100 mg 17
Total 81
PK/PD(safety)
analysis set R Reason for exclusion 50 mg (100 mg| Total
50 mg 109 "|Essential data missing or invalid| 3 4 7
100 mg 28
Total 137 PK/PD(efficacy)
analysis set
50 mg 61
100 mg 13
Total 74

Fig. 1.

Z, HERICE > TREREVIIALON Do 72,

%7, PK/PD fEfrt @R (%4t) B XU PK/PD
AT R ER () 1I2BWT, HEBRETRICKRE A
EWITA SN o7z (Table 3),

3. ERRRDF

PelG#e T - kRO BRI RIS B 2 BRI 925%
(123/133, 95%CI=88.0%. 97.0%) TH V), HLHEHIT
1% 50 mg x 2/ A #%5-T 92.3% (96/104), 100 mgx2/H+%
5’6‘ 93.1% (27/29) T -7 (Table4),

B BIA R, ik T 905%(57/63) 5 -
ﬂ&%ﬁﬁ D T IRIEGT 929% (52/56), Ak ?Zk“(
100% (14/14) TH o7z, HHMi%KD H %nﬁﬂi%ﬁﬂﬂi&@
HRFIZ902% (46/51), <4 75 ;Cvﬂﬂi%'(“ 88.9%
(8/9) Tdh -7z (Table5) HBFHIHITHE VAR S N7IH
HbED, WFNOIHAIZBWTDH, 50mgx2/H¥kS5 &
100 mg X 2/ H ¥t 5- THFIZENWIZA S NP 12

5B 3 A OARIHRIZ 594% (79/133, 95%CI=
51.1%, 67.7%) THH, HHEHITIE 50 mgx2/HEES
T587% (61/104, 95%CI=49.2%, 681%), 100 mg X
2/ H¥%5-T 62.1% (18/29, 95% CI=444%, 79.7%) T -
72o T 5T - Wk 7 HEOARIEIX 80.9% (106/131,
95%CI=742%, 87.6%) TV, % 5HHITIZ 50 mgx
2/ H¥%5-T 804% (82/102, 95%CI=72.7%, 88.1%), 100
mg % 2/ H$%5-T 82.8% (24/29, 95%CI=69.0%, 96.5%)
THo72

Patient profiles.

4. MR RR) R

M BRI RN BT 2 BEPEALEE 87.7% (71/81) T
D, 50 mgx2/H#5T 89.1% (57/64), 100 mgx2/H¥%
5.t 824% (14/17) T3 -7z (Table 6)o J5 K HITH 5
FIE 77 2R T943% (33/35), 7T AR T
889% (48/54) Td -7 (Table7),

FRBEHE R OMWHERFE, S. aureus 100% (11/11), S
pneumoniae 91.7% (22/24), M. (B.) catarrhalis 100%
(12/12), H. influenzae 100% (24/24) 3 & U° M. pneumo-
niae 100% (7/7) T& o 7z 585 O S. pneumoniae
D FEIE, 50mgx2/H KL T941% (16/17), 100
mgXx2/H#%5T8.7% (6/7) TH-7z,

SIFHE ISR 5 STFX @ MIC 14 0.025 pg/mL BLT
25 039 ug/mL 254 L, MICwiZ 0.1 ug/mL T&H -
7z (Table 7)o %3, MIC 25HI5E S 7z 0o 72 Hikk D5 6
b - 720

S. pneumoniae \Z%¥ 3 % STFX @ MIC i 0.025 ug/mL
DIFA 5 02ug/mL 24 L, 005 ug/mL 4% 18 ¥ T
b%h o7z (Table 7)o ¥/ 0 VEE[EEH D QRDR fFHT
DRGE, 23 Bk 158 (652%) TT I/ BEEHATRD 5
N, 209 B 124 (522%) <Tid ParE @ 460 7 O Ile
A Val NEH L Tw72(Table 8), ZO#EHRIE, ¥ /1
THENOBGATRIE SN TV S, 2Ol O R I359
W () 2 B OBRSZMART) EME S TnaY, Thbo
12 RTINS IEER L —T5, F /1 ViftEoRED
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Table 1. Patient profiles
Daily dose (mg b.i.d)
Total
Parameters 50 100
Patients 104 29 133
Community-acquired pneumonia 48 (46.2) 15 (51.7) 63 (47.4)
Bacterial 41 (39.4) 10 (34.5) 51 (38.3)
Mycoplasmal 5 (4.8) 4 (13.8) 9 (6.8)
Bacterial + mycoplasmal 1 (1.0) 1 (34) 2 (1.5)
Bacterial + chlamydial 1 (1.0) 0 1 (0.8)
Secondary infection of chronic respiratory diseases 44 (42.3) 12 (41.4) 56 (42.1)
Chronic bronchitis 8 (7.7) 0 8 (6.0)
Bronchiectasis 5 (4.8) 3 (10.3) 8 (6.0)
Diagnosis Bronchial asthma 5 (4.8) 1 (3.4) 6 (4.5)
Pulmonary emphysema 14 (13.5) 4 (13.8) 18 (13.5)
0ld inactive pulmonary tuberculosis 4 (3.8) 4 (13.8) 8 (6.0)
Pulmonary fibrosis 2 (1.9) 0 2 (1.5)
Pneumoconiosis 2 (1.9) 0 2 (1.5)
Chronic obstructive pulmonary disease 2 (1.9) 0 2 (1.5)
Bronchiectasis + old inactive pulmonary tuberculosis 1 (1.0) 0 1 (0.8)
Bronchial asthma + old inactive pulmonary tuberculosis 1 (1.0) 0 1 (0.8)
Acute bronchitis 12 (11.5) 2 (6.9) 14 (10.5)
Mild 40 (38.5) 7 (24.1) 47 (35.3)
Severity of infection Moderate 64 (61.5) 22 (75.9) 86 (64.7)
Severe 0 0 0
Male 60 (57.7) 16 (55.2) 76 (57.1)
Gender
Female 44 (42.3) 13 (44.8) 57 (42.9)
< 65 41 (39.4) 22 (75.9) 63 (47.4)
65 <-<75 35 (33.7) 5 (17.2) 40 (30.1)
Age (yr) 75 < -< 80 17 (16.3) 2 (6.9) 19 (14.3)
80 < 11 (10.6) 0 (0.0) 11 (8.3)
Mean + SD 63 + 17 52 + 17 61 + 17
Weight (kg) Mean + SD 53.4 + 10.1 56.7 + 13.1 54.1 + 10.9
No 21 (20.2) 13 (44.8) 34 (25.6)
Underlying disease Yes 83 (79.8) 16 (55.2) 99 (74.4)
o Mild 53 (51.0) 10 (34.5) 63 (47.4)
and/or complication
Moderate 30 (28.8) 6 (20.7) 36 (27.1)
Severe 0 0 0
_ No 12 (11.5) 3 (10.3) 5 (11.3)
Concomitant drugs
Yes 92 (88.5) 2 (89.7) 118 (88.7)
Pretreatment of No 83 (79.8) 25 (86.2) 108 (81.2)
antimicrobial agents Yes 21 (20.2) 4 (13.8) 5 (18.8)

()%

MW7 3 BiE (GyrA : Ser81—Phe, ParE : Asp435
—Asn & % \ i ParC : Ser79—Phe) "% 2 £k T #8 X
N7z MEWHITH T 5 STFX @ MIC 1% 012 ug/mL

UFThy, o=a—F /0 ZPEEE LK LED
MOWPIR 2R L7z, Wi obkb ki L 72, PISP

(CLSI ®»#:# T penicillin G (PCG) @ MIC 0.12~1 ug/
mL) 1% 8 #, PRSP ([il MIC 2 ug/mL Pl E) i3 4% TH
), PISP 13 8 ¥k 9N TANHZL L, PRSP 13 4 ¥k 3 #kA%
Wk L7 (Table9)o ¥~27 054 Fiifth@EET TH 5
ermB & mefA ® W J5 % 4§ 5 S. pneumoniae \Z 2 ¥k,

ermB DA T BIRIE 11 BR, mefA DHFH T HIKIL 6 HRT
HY, ermB DA X clarithromycin (CAM) 12X 5 5 5
B2 5 L, CAM @ MIC 2564 ug/mL VL E& 7o

72%%, THHDRRIETNTHELZ (Table 10).

H. influenzae ® 9 %, CLSI ®#:#ET ABPC @ MIC 2%
lug/mLU EZRLZDIZIRTHY, TOWRIZ
pbp3 A5 F 122 R % 32 © % gBLNAR 8 #, -
lactamase BEAMRA 1 RTH Y, IR HIHE L (Ta-
ble 11),

M. pneumoniae |3 7 #73H#E S 41, STFX @ MIC i 0.015
pg/mL A% 6 1k (50 mg x 2/ H¥¢5-2% 4 ¥k, 100 mg x 2/ H
575 2 #%), 0.03 pg/mL A% 1 ¥k (100 mg x 2/ H¥%4-) T
HY, WINBHEKL,

5. AEHEG
REBFICBWT, EELZAEHG L1486 2 41
(14%) 22D 5N, Wi d 50 mgx2/HIKS5 TR
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Table 2. Causative organisms before treatment
Daily dose 50 mg b.i.d 100 mg b.i.d Total
Patients 104 29 133
Staphylococcus aureus 9 (8.7) 2 (6.9) 1 (8.3)
Gram-positive bacteria Streptococcus pneumoniae 17 (16.3) 7 (24.1) 4 (18.0)
subtotal 26 (25.0) 9 (31.0) 35 (26.3)
Moraxella (Branhamella) catarrhalis 11 (10.6) 1 (34) 12 (9.0)
Citrobacter koseri 1 (1.0) 0 (0.0) 1 (0.8)
Klebsiella pneumoniae 4 (3.8) 1 (34) 5 (3.8)
Klebsiella sp. 1 (1.0) 0 (0.0) 1 (0.8)
) ) Enterobacter aerogenes 1 (1.0) 0 (0.0) 1 (0.8)
Gram-negative bacteria Haemophilus influenzae 21 (20.2) 3 (10.3) 24 (18.0)
Haemophilus parainfluenzae 6 (5.8) 0 (0.0) 6 (4.5)
Chromobacterium violaceum 1 (1.0) 0 (0.0) 1 (0.8)
Pseudomonas aeruginosa 2 (1.9) 2 (6.9) 4 (3.0)
subtotal 48 (46.2) 7 (24.1) 55 (41.4)
Other Mycoplasma pneumoniae 4 (3.8) 3 (10.3) 7 (5.3)
()%
100
80 [
—&—STFX
—{—TFLX
9 60 [ —A— SPFX
b=t - O - GFLX
2 —0 - MFLX
'_g 40 —&— LVFX
3 —8—CPFX
—&— PCG
—>— CAM
20
0 L L L L L L L L L L L L )
£0.03 0.06 012 025 05 1 2 4 8 16 32 64 64 <

MIC (ug/mL)

Fig. 2. Sensitivity distribution of Streptococcus pneumoniae (23 strains).

BLZERTH o720 2HONFUIITY v PR - HUAAE B
BRI X B ABEDS 1 1 & BIHBHKIC & 5 ABEHIH DL K2
1HETH Y, WIFNLHEREMEMIC X D EFE L DR
BERIIGES N PRI W 2o A EHSRIZ5H1C
51 (BEFE, FARIUEIR, CK M, fFhEkiaRd, mHim
BREGRAD) o b, 09 bIFhEREGED & HIiEkE
WA ZEIER B SR o 1k &kic
NSAID % 1 MRS 2 2 12X DL, o 4 #1324
WCRLEZ 5 2 L IHEDHER S .
HERRFHRII LA T6L5% (91/148, 95%CI=
53.6%, 693%) Tho7:o Tl (FEHE3% UL, UT
FEE) AEFRR L ZORBIEIE, TH 169% (25/148),
AST 551 10.1% (15/148), S ERESE N 7.4% (11/148),
ALT 31 6.1% (9/148), Elr41% (6/148), HAPLRE

B LU y-GTP 1 34% (5/148) T - 720

BV 56 B3 A1k T432% (64/148, 95%CI=
35.3%, 512%) Td -7z (Table 12), TAEIEH & 2D
FEBIEIL, TH 135% (20/148), AST Hijm81% (12/
148), WFMEEREIE N 74% (11/148) B X OY ALT 5§ hn
54% (8/148) TdH - 7z0

50 mg x 2/ H#%5- CORIER%BIZE 435% (50/115)
THY, 100mgx2/H¥5 TORIMEHFEB L 424%
(14/33) TH - 720 50 mgx 2/ H¥xH-TOEZREIWEMIZ
THI 104% (12/115), AST B0 & o /e Bk K34 n A3 %
87% (10/115), ALT ¥8hn 4.3% (5/115), 4FhEkEigs
35% (4/115) TH - 720 100 mg x 2/ H¥5-TOE 4 EIVE
A, THI 24.2% (8/33), ALT 84419.1% (3/33), ®HA
g & AST HMA3% 6.1% (2/33) THh o7z
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Table 3. Patient profiles in pharmacokinetic analysis
PK/PD analysis set (safety) PK/PD analysis set (efficacy)
Parameters
Subjects 137 74
Weight (kg) mean + SD 54.05 + 10.80 53.89 + 10.50
Age (yr) mean + SD 60.9 + 17.1 625 + 16.7
male (%) 77 (56.2) 43 (58.1)
Gender
female (%) 60 (43.8) 31 (41.9)
Cer (mL/min) mean + SD 83.0 + 31.6 80.2 + 29.1
Table 4. Clinical efficacy at end of treatment
Daily dose Effective Not effecive Indeterminate Total Efficacy (%) ® (95%CI)
50 mg b.i.d 96 6 2 104 92.3 (87.2, 97.4)
100 mg b.i.d 27 2 0 29 93.1 (83.9, 100)
Total 123 8 2 133 92.5 (88.0, 97.0)
3 Efficacy (%) = no. of "effective” / no. of "total” x100
Table 5. Clinical efficacy by patient profile
Daily dose (mg b.i.d)
Parameters Total
50 100
Community-acquired pneumonia 43/48 (89.6) 14/15 (93.3) 57/63 (90.5)
Bacterial 37/41 (90.2) 9/10 (90.0) 46/51 (90.2)
Mycoplasmal 4/5 (80.0) 4/4 8/9 (88.9)
Bacterial + mycoplasmal 1/1 1/1 2/2
Bacterial + chlamydial 1/1 — 1/1
Secondary infection of chronic respiratory diseases 41/44 (93.2) 11/12 (91.7) 52/56 (92.9)
Chronic bronchitis 8/8 (100) — 8/8 (100)
Bronchiectasis 5/5 (100) 2/3 7/8 (87.5)
Diagnosis Bronchial asthma 5/5 (100) 1/1 6/6 (100)
Pulmonary emphysema 12/14 (85.7) 4/4 16/18 (88.9)
0ld inactive pulmonary tuberculosis 4/4 4/4 8/8 (100)
Pulmonary fibrosis 1/2 — 1/2
Pneumoconiosis 2/2 — 2/2
Chronic obstructive pulmonary disease 2/2 — 2/2
Bronchiectasis + old inactive pulmonary tuberculosis 1/1 — 1/1
Bronchial asthma + old inactive pulmonary tuberculosis 1/1 — 1/1
Acute bronchitis 12/12 (100) 2/2 14/14 (100)
Mild 36/40 (90.0) 7/7 (100) 43/47 (91.5)
Severity of infection Moderate 60/64 (93.8) 20/22 (90.9) 80/86 (93.0)
Severe — — 0
Male 55/60 (91.7) 15/16 (93.8) 70/76 (92.1)
Gender
Female 41/44 (93.2) 12/13 (92.3) 53/57 (93.0)
< 65 39/41 (95.1) 20/22 (90.9) 59/63 (93.7)
Age (57) 65 <-<75 31/35 (88.6) 5/5 (100) 36/40 (90.0)
e (yr
gely 75 = -< 80 16/17 (94.1) 2/2 18/19 (94.7)
80 < 10/11 (90.9) — 10/11 (90.9)
Underlying disease No 21/21 (100) 12/13 (92.3) 33/34 (97.1)
and/or complication Yes 75/83 (90.4) 15/16 (93.8) 90/99 (90.9)

Efficacy (%)= no. of "effective” / no. of "total" x100

BRI TH o720

B, KRB THHEELE L23E# % B < NSAID (7
OYF VBRB LT o S VEEESR) ASPRA & 7R
BIZBWT, [MFEREE I ORHFO LA RO LNT,
FAE 2 RIR S BIEIR - TRIGERD S e o 72,

FPE L HE SNRIERIZRRD 5, iagpe & HE
SNZEIWERIE 148 B 361 (2.0%) 12 3 fF, HEEE & H)
5E S N7RINERNZ 148 Blrh 63 41 (42.6% ) 12 85 172 5
Mz MERORITERIZVIIS 50 mgx2/HEH-To
FHTH Y, TOWNFUIEFPERBIRD A3 2 61 2 4, TH#
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Table 6. Bacteriological efficacy at end of treatment

Eradication/ Decreased

Daily dose Presumed or partial Replaced Persistence Unknown Total Eradication (%) (95%CI)
eradication eradication

50 mg b.i.d 57 3 2 2 0 64 89.1 (81.4, 96.7)

100 mg b.i.d 14 0 3 0 17 82.4 (64.2, 100)

Total 71 3 2 5 0 81 87.7 (80.5, 94.8)

% Eradication (%) = no. of "eradication / presumed eradication” / no. of "total" x100

6. PK/PD f##t

1) HWEE DM PK /85 A — 5 D5

AERERIZ BT AP G- RE IR & i SEY iR O BY
2% Fig. 31T L7,

NA AHEBZ &) BERE QI BB X T X — 5 &
L7 E, 50 mg><2/EI FEH D Coux B & 8 AUCoom
(Mean=SD, DT 3ZFh2h 057021 ug/mL
BLU938*424 ug - h/mL, 100 mgx2/H¥#E5-TEh
ZFN 117045 ug/mL B L V1716652 ug - h/mL T
Ho7

2) PK/PD /85 2 —% & Bxhtk oMM

Cua/ MIC B X U" AUCp2/MIC 1, 50 mgx2/H ¥ 5-
T3 187=121 B £ U8 3029+201.1, 100 mgx2/H ¥ 5-
TIL 325165 B L U5118+2618 Th o720 72, 7
) — k5 L 72 Coo/MIC B X T AUCpu/MIC X, 50
mgx2/H ¥ 5 T1373x478 X 1'1175=780, 100
mgx2/H¥5 T3 126+64 B L 171986=101.6 TdH >
72

Cmax/MIC 5T FE7T AUCO—24h/MIC 23100 LT
AW =R R OHERFIZZENZN333% (3/
9) F712400% (4/10) LK 7295, Cuu/MIC 255
W ZBHEA13963% (79/82), AUCs/MIC %3100
B2 AT 96.3% (78/81) DI R L7z (Ta-
ble 13) S. pneumoniae (% L Tl&, Cuw/MIC 235 LLF D
B iZi& 3 kkH 18k, AUCo20/MIC 2% 100 LU T 356512
AR 2ROBERDPEOLNTZDOATH > 7225, Cou/
MIC %35 2 2 534 (19#k) & AUCoain/MIC 2% 100
B Z A% (18K 1213 100% DHEFHIE LI,
—7, PK/PD 735 A —% LR B G T - HpikkE
DEFRAR, GG 3 HROBKRAR, 5T - h
17 HROERRAR) OB RO M IS B 2% BRI A
bNzholz,

3) FWERENT X — & LA ERS - BIEH OB

AEHRL, RBIEMH, AST ¥k X OTALT #meh <
NOFEBIERE & IEFEBIMERE DI ERE/ ST X — 5|2
R EWITRED SN o7z LA L, TH F 7213k
EOREIEH BB ERE TOD Con 13094054 pg/mL,
AUCoon 131481766 ug - h/mL TH - 7=2DIZH L T,
FEF BB ERHE TD Con 13 065031 pg/mL, AUCoon 1
10.32+507 ug - h/mL TH Y, WIFND/8TF 2 —F b5

BIPBRF TR\ MEI S8 57z (Table 14) 0 2 O[]
T - A AR NS RGET L 72356 T b A ARICRE
HHNTZ,
m % =

KRIBEBITNBE 20512, Mgk, 1BUITRERZE D
TRERB IS RE X R S REEE LTHER_L
720 MigiZBE %€ 2 BrRAt L il p il 912 BRE L 720 AR
BRO IR D 9 B R E R 23 0 5 EH A 13 65 i LA
T 526% (70/133), 75 5&LA 1T 226% (30/133) TH
D, ZOEREREDOHGIEAFTBEIHREL TV
Pk 14 4B IR AT BT B W SR I GOE B E 2 )
B EE OFE LEB L Twiz,

=7, KGR THHES N EREHEE & £ 05 HEsH R
1 S. pneumoniae ¥ 18.0%, H. influenzae % 18.0%, M.
(B. ) catarrhalis 25 9.0%, S. aureus 7% 8.3%, M. pneumoniae
7353% TH o720 HARPRGFAZHRRKL TV LI
WIEGYET A N7 4 2 M2, w3 2 R I
& Z D5 HEHER S. pneumoniae A% 5.1~75%, H. influen-
zae ¥ 1.3~12%, S. aureus H* 1~58%, M. pneumoniae
H305~325%, 121E T 58 &G hE T H. influenzae 7%
249%, S. pneumoniae % 18.1%, P. aeruginosa %* 10.4%,
S. aureus 73 80%, M. (B.) catarrhalis 7375% T % Z
EATRENT VDo AIHERD 895% (119/133) & il
REABVEIPIRGHRZED “KEREZTH Y, HHNE L Z
DI HESARE X ERR OB OBURZ KL T2 b 0
EEZOLND,

NA XL o THEB LR ER BT S Con
& AUCoponn (Mean=SD, LUFFIEE) 1%, 50 mgx2/H¥%
B FNER 057021 pg/mL & 938+4.24 g - h/
mL, 100 mgx2/H#%5 TiZZN 2N 117045 pg/mL
Y 1716652 ug - h/mL Th - 720 S5 DKW EE
NTA=51F, ERABEZ TR E U728 THERRR
BrRCReD 7250 mgx2/H 7 H I FAEIL 58 D Corax 050 =
010 ug/mL & AUCr2 271035 ug - h/mL B X O
100 mgx2/H 7 H [ S £ 5 1 D Coax 1.09%0.29 g/
mL & AUCr2 590084 ug-h/mL & £ 8 L <
(AUCoun 13 2 112 L CTLBE) R mifli &R L7zo AR
TRD72 Coaw & AUCo20 2355 THHERR AR TR S 72X
I A= XY EMEZR LRI, RBBROgERE & E
HEEAD Co DIENIZH B EHHE SN L, [HEE I
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Table 7. Bacteriological response by MIC

Causative X STFX MIC ( 4 g/mL) o
) Daily dose Eradication (%)
organism = 0.025 0.05 0.1 0.2 0.39 0.78 = | Not determined
. 50 mg b.i.d 11/11 13/14 1/1 25/26 (96.2)
Gram-positive 100 mg b.i.d 3/3 4/4 0/1 11 8/9 (88.9)
bacteria
subtotal 14/14 17/18 1/1 0/1 1/1 33/35 (94.3)
50 mg b.i.d 9/9 9/9 (100)
S aureus 100 mg b.i.d 2/2 2/2
subtotal 11/11 11/11 (100)
50 mg b.id 2/2 13/14 1/1 16/17 (94.1)
S. pneumoniae 100 mg b.i.d 1/1 4/4 0/1 1/1 6/7 (85.7)
subtotal 3/3 17/18 1/1 0/1 1/1 22/24 (91.7)
. 50 mg b.i.d 38/39 0/1 2/3 0/1 3/3 43/47 (91.5)
Gram-negative 100 mg b.id 4/4 0/1 1/2 5/7 (71.4)
bacteria
subtotal 42/43 0/2 2/3 0/1 4/5 48/54 (88.9)
50 mg b.id 11/11 11/11 (100)
M. (B) 100 .
mg b.i.d 1/1 1/1
catarrhalis
subtotal 12/12 12/12 (100)
50 mg b.id 1/1 1/1
C. koseri 100 mg b.i.d _
subtotal 1/1 1/1
50 mg b.id 2/3 0/1 2/4
K. pneumoniae 100 mg b.i.d 1/1 1/1
subtotal 2/3 0/1 1/1 3/5 (60.0)
50 mg b.id 1/1 1/1
Klebsiella sp. 100 mg b.i.d -
subtotal 1/1 1/1
50 mg b.id 1/1 1/1
E. aerogenes 100 mg b.i.d -
subtotal 1/1 1/1
50 mg b.i.d 20/20 1/1 21/21 (100)
H. influenzae 100 mg b.i.d 3/3 3/3
sub-total 23/23 1/1 24/24 (100)
50 mg b.id 3/3 1/2 4/5 (80.0)
= 100 mg b.i.d —
parainfluenzae
subtotal 3/3 1/2 4/5 (80.0)
50 mg b.id 1/1 1/1
C. violaceum 100 mg b.i.d B
subtotal 1/1 1/1
50 mg b.i.d 0/1 1/1 1/2
P. aeruginosa 100 mg b.id 0/1 0/1 0/2
subtotal 0/2 1/1 0/1 1/4
49/50 13/14 1/2 2/3 0/1 3/3
50 mg b.i.d / / / / / / 68/73 (93.2)
(98.0) (92.9)
7/7 4/4 0/1 0/1 2/3
Total 100 mg b.id / / / / / 13/16 (81.3)
(100)
56/57 17/18 1/3 2/4 0/1 5/6
subtotal / / / / / / 81/89 (91.0)
(98.2) (94.4) (83.3)

 Eradication (%) = no. of "eradication / presumed eradication” / no. of "total" x100

SN D EEHOFRFMEICET 274 FF4 21 <, WEEFIZB T2 BRI T ISH ) MmiEH STFX
BBRENTWAEIIZ, Miine & SICERBIZET Y RELAMWIA-FIIHBMLIZObDEEZ LN,
5o RIBROPERE 1L 65 UL b O w8 H O FI A5 BB O & 9 ISP R ARE %, RIS E 120
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Table 8. Bacteriological response by amino acid substitution in QRDR in S. prneumoniae

. . o Daily dose STFX MIC ( 4 g/mL) Eradication
Amino-acid substitutions . o
(mg b.i.d) <003 | 006 012 | 012< rate (%)
50 5/5 5/5 (100)
No substitution
100 3/3 3/3
50 1/1 1/1
ParE: 11e493 — Leu
100 —
Park: Tle460 = Val 50 7/7 3/3 10/10 (100)
or
ParC: Lys137 — Asn
ParE: Ile460 — Val 100 2/2 2/2
50 0/1 0/1
ParC: Ser79 — Phe
100 —
GyrA: Ser81 — Phe 50 o
GyrA: Alall5 — Val
ParE: Asp435 — Asn
ParE: Tle460 — Val 100 o/1 o1
13/14
50 3/3 16/17 (94.1
(92.9) / 17 ( )
5/5
Total 100 / 0/1 5/6 (83.3)
(100)
18/19
Total 3/3 0/1 — 21/23 (91.3
otal (94.7) / / /23 (91.3)

¥Eradication (%)= no. of "eradication / presumed eradication” / no. of "total" x100

BRI EDEEIREV, HiEnE TIEBLITHE D A
REDIRT RS ME R B2 L) a1 L <™, BRI T
LB BET LTV, KGERCTIEERRE - ME
PR RED IR AL R LA EN D, 50
mgx2/H¥%5 - 100 mgx 2/HFGVTFhok5EICE
WTHTHROFEHNRERE L T/ EZbNb.F 7,
AEBR O R H LT ERE ORI BT 5 16H
BEERERELVWEEZEZOLNDL I LN, KIEHRTHDS
NI RYEE T A — &1, WPRGRERIIEDERICH 72
D EHEEOTTTWEIETRTH L EEZLLND,
AREFRTIE, N AR K o THI L7248 2 oBBR
HOEYBREINT 2 —F (Come B L P AUCoon) ZHNT
PK/PD f##r 2 FEht L 720 — M, =2 —F /7 0 vV RIH
HOHMMELEHBEAD S PK/PD /8T A — % 1E Cow/
MIC & AUCype/MIC TH D, 77 ABEHR 2 &4 EN
BRI L THERMESGFTE, Wbz S 20vwd
121F Cou/MIC %38, AUCu20/MIC %3100 % #8 2. % B
Wb Vb TWwaEY, %72, S. pneumoniae (2% L TH
®E % IS 51213 AUC2m/MIC 25~35 O EASLEET
HbHEVDNTWBY, 7z, S0l ~ 7 A KBED - il
BRYETIWVIIBUT B S. prneumoniae 3 £ O S. aureus \ZxF
LC, ME%ZBRET 27208587 STFX @ AUCo2n/
MIC i, ZNEN T B LU 7L LG STV EY, Kk
BRT®D Coa/ MIC B & T AUCy2/MIC 1, 50 mgx2/H
5 T3 187+121 B X 183029+201.1, 100 mgx2/H

P45 T3 3252165 B L 1°511.8+261.8 TH Y, 50 mg X
2/H#F5TH 77 AR = &4 RIR BN L THERIME
VI TE, WHLZREIIZVWDICLEL IR
Coa/MIC 3 X UF AUChou/MIC 22 5 Z LD HER S N
720 Coa/MIC B £ O AUCo20/MIC & HRIVED B % 5
S L724EE, Con/MIC B X U AUC2n/MIC & HIH 2209
MEOWHRFEOBIRIE, Cow/MIC 255 LT F 7213 AUC
o2/ MIC 25100 LLF D3585, W RFIEE 2N 333% (3/
9) F7213400% (4/10) EA%AH 5 72%%, Cou/MIC 255
A BYAE 13 875~100%, AUCssun/MIC %% 100 % i
2 BHAI1 880~100% D EEH SNz, M ED
X 912 PK/PD 785 X — ¥ OIKIE - THIEE F %05
DR LA T D FED 57z, £72, 50 mg x 2/
H#% %5 T? Con & AUCoeniZ TN 2N 057021 ug/
mL & 938*424 ug - h/mL, 100mgx2/A#%5 Tix%
N ZF N117+045ug/mL & 1716652 ug - h/mL T
HolZ NS, MICA01 pg/mL L FOEKNETHN
X 50 mg x2/H #5102 & O Couo/ MIC 13495, AUCoon/
MIC 3% 100 12T 5 2 & HHET 5 2 LT
&%, /2, MIC2°02 ug/mL BEDHEKNK TH->TH
100 mg x 2/ H#% 512 X DR T 2 W R0 D % o RIGIR
TMIC Al T & 72 KW 83D H H MICO1 ug/
mL U TFIE78%kTHY, 9EL EDEETIE50mgx2/
H¥%5- THMED W TE 5 Con/MIC B X U AUCron/
MIC 2SHERRTTRECTH % L LS N b,
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Table 9. Bacteriological response by genotype of penicillin-binding proteins in S. preumoniae
MIC ( u g/mL)
Genotype Drug Eradication (%)
= 0.03 0.06 0.12 0.25 0.5 1 2 4 8=
STFX
gPSSP -
PCG
gPISP  (pbpla) STFX | 11/12 3/3
(pbp2x) (pbp2b)
(pbpla + 2x) 14/15 (93.3)
(pbpla + 2b) PCG 3/3 7/8 4/4
(pbp2x + 2b)
PRSP 1 STFX 7]7 0/1
gPRSP - (pbpla + 7/8 (87.5)
Pbp2x + pbp2b) PCG 1/1 3/3 3/3 0/1
stex | 9 s on
(94.7)
Total , 21/23 (91.3)
7/8
P 4/4 1/1 1
CG 3/3 (87.5) / / 3/3 3/3 0/

“Fradication (%) = no. of "eradication / presumed eradication” / no. of "total” x100

Table 10. Bacteriological response by macrolide-resistance genotype in S. pneumoniae

MIC ( ¢ g/mL)
Genotype | Drug Eradication (%)
= 0.03| 0.06 | 0.12 | 0.25 | 0.5 1 2 4 8 16 32 64 | 64 <
No STFX | 3/4
. 3/4
mutation CAM 3/4
STFX | 5/5 0/1
mefA 5/6 (83.3)
CAM 3/3 | 1/2 1/1
STFX | 8/8 | 3/3
ermB 11/11 (100)
CAM 1/1 | 10/10
e STFX | 2/2
mefA + 2/2
ermB CAM 2/2
18/19
STFX / 3/3 | 0/1
(94.7)
Total 21/23 (91.3)
cAM | 3/4 3/3 | 1/2 11 1| 12
(100)

dEradication (%) = no. of "eradication / presumed eradication” / no. of "total" x100

WP 2 FEHURE O T KB T & 5 S. preumoniae (2%
F 2% STFX ® MIC 1£ 02 ug/mLELFTH Y, 005ug/
mL D Z L H5AMLTBY, S pneumoniae 1% STFX
R L TRV 2 MR L Tvze 12313 91.7%
(22/24) TH Y, 50 mgx2/HHS-Tid MIC 0.05 ug/mL
O 1HEA%, 100 mgx 2/F # 5 T 1d MIC 02 gg/mL o 1
FRASE S L 22 Ao 720 PISP 13 8 # (50 mg x 2/ A4%5-C
6 £k, 100 mg x 2/ H¥%5-T 2 #k) s S =3 b
2L, PRSP x4 # (50 mgx2/HFS5T1H, 100 mgx
2/H¥G- T3k SHES N, 50 mgx2/HiXG 0 1k
100 mg x 2/ H¥%5-0 2 kAR Lizo v 7 12 7 4 Fiigth
HBAZF D ermB %3 5 S. pneumoniae 1% 13 ¥k (50 mg x
2/HEL-T10 8k, 100 mgx 2/ H¥EH-T 3 #k) sl S 1,
W d CAM @ MIC i3 64 ug/mL L ETH o 7288, §
NRCHEL NS DRERD S, STFX 1250 mgx2/H
G- TR D HUR D S. preumoniae 123 L T

DEVAIRE T L EEIONL, £z, BHVED
DFELEIFHE TH % H. influenzae DI RA1E 100% (24/
24) T o 120 A HERRIZIZ BLNAR 2% 8 #, B-lactamase
FEARD 1R B0mgx2/H¥G) &EFhTwni, L7
Ao T, STFX & 50 mg x 2/ H#¢5- T H. influenzae \Z%f
LTHEWAIRPHIFTE %,

KGR CIRIEEAREARIC L pligBz L LT, <A
AT AMREED 9B, ~A a7 7 A<hidk &M
Mg % G0 L2 BBER 26, 79 IV TR E MR
i 9& % & 0F L 72 A 1 B 8% S, M. pneumoniae 7
WCTHEZWE T 5 2 L 25T & 720 M. pneumoniae \2%F
3 % STFX ® MIC & 0015 ug/mL 756 % (50 mgx 2/
H¥x 5254 ¥k, 100 mgx2/H¥5-232#), 003 ug/mL
AA1H (100 mgx2/HHEH) TH Y, M. pneumoniae O
STFX IZH9 22 hidm <, wIihokkbiHkL .
L 72 %% o T, M. pneumoniae \Z % L T b STFX i& 50
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Table 11. Bacteriological response by macrolide-resistance genotype in H. influenzae
MIC (x4 g/mL)
Genotype Drug Eradication (%)Y
=< 0.03| 0.06 | 0.12 | 0.25 0.5 1 2 4 8 16 32 64 128 [128 <
STFX | 12/12
gBLNAS 12/12 (100)
ABPC 3/3 8/8 1/1
STFX 1/1
gLow-BLNAR 1/1
ABPC 1/1
STFX 9/9
gBLNAR 9/9 (100)
ABPC 1/1 1/1 3/3 | 3/3 1/1
STFX 1/1
gBLPACR-II 1/1
ABPC 1/1
23/23
STFX
(100)
Total p 23/23 (100)
8/8
ABPC 4/4 2/2 1/1 3/3 3/3 1/1 1/1
/ (100) / / / / / /
¥Fradication (%)= no. of "eradication / presumed eradication” / no. of "total" x100
Table 12. Incidence of adverse drug reactions
Daily dose
Total
50 mg b.i.d. 100 mg b.i.d.

Patients evaluated for safety 115 33 148

Patients with adverse drug reaction (%) 50 (43.5) 14 (42.4) 64 (43.2)

959%Cl (34.4, 52.5) (25.6, 59.3) (35.3, 51.2)

Events 65 23 88

System organ class and preferred term . . .

Patients (%) Events Patients (%) Events Patients (%) Events

(MedDRA/J V.9.0)

Nervous system disorders 4 (3.5) 4 0 0 4 (2.7) 4
Dizziness 2 (1.7) 2 0 0 2 (1.4) 2
Headache 2 (1.7) 2 0 0 2 (1.4) 2

Gastroinstestinal disorders 16 (13.9) 17 9 (27.3) 12 25 (16.9) 29
Diarrhoea 12 (10.4) 12 8 (24.2) 8 20 (13.5) 20
Dyspepsia 1 (0.9) 1 0 0 1 (0.7) 1
Nausea 1 (0.9) 1 1 (3.0) 1 2 (1.4) 2
Stomach discomfort 2 (1.7) 2 2 (6.1) 2 4 (2.7) 4
Stomatitis 0 0 1 (3.0) 1 1 (0.7) 1
Vomiting 1 (0.9) 1 0 0 1 (0.7) 1

General disorders and administration site

conditions 1 (0.9) 1 1 (3.0) 1 2 (1.4) 2
Feeling abnormal 0 0 1 (3.0) 1 1 (0.7) 1
Thirst 1 (0.9) 1 0 0 1 (0.7) 1

Investigations 37 (32.2) 43 7 (21.2) 10 44 (29.7) 53
Alanine aminotransferase increased 5 (4.3) 5 3 (9.1) 3 8 (5.4) 8
Aspartate aminotransferase increased 10 (8.7) 10 2 (6.1) 2 12 (8.1) 12
Blood creatine phosphokinase increased 1 (0.9) 1 1 (3.0) 1 2 (1.4) 2
Blood lactate dehydrogenase increased 1 (0.9) 1 0 0 1 (0.7) 1
Blood potassium decreased 2 (1.7) 2 0 0 2 (1.4) 2
Blood potassium increased 1 (0.9) 1 1 (3.0) 1 2 (1.4) 2
Eosinophil count increased 10 (8.7) 10 1 (3.0) 1 11 (7.4) 11
Gamma-glutamyltransferase increased 3 (2.6) 3 1 (3.0) 1 4 (2.7) 4
Monocyte count increased 1 (0.9) 1 0 0 1 (0.7) 1
Neutrophil count increased 4 (3.5) 4 0 0 4 (2.7) 4
White blood cell count decreased 2 (1.7) 2 0 0 2 (1.4) 2
Protein urine present 3 (2.6) 3 0 0 3 (2.0) 3
Blood alkaline phosphatase increased 0 0 1 (3.0) 1 1 (0.7) 1

mg X 2/ HHEG TROWAIRVPHIRHFTE 2 L E 2 5,

HR R R O A 7581 50 mg x 2/ H #5-T 92.3% (96/

104), 100 mgx2/H¥%5-T931% (27/29) TH H, x5
HIZX DEVIIRO SNG Doz, G OERKEETIE
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0.1

Serum concentration (ug/mL)

0.01

0.001 T T

18 24 30

Time (h)

@ 50 mg acute bronchitis (n = 13)

O 100 mg acute bronchitis (n = 2)

A 50 mg community-acquired pneumonia (n = 49)

A\ 100 mg community-acquired pneumonia (n = 14)

M 50 mg secondary infection of chronic respiratory diseases (n = 47)
[[] 100 mg secondary infection of chronic respiratory diseases (n = 12)

Fig. 3. Serum concentrations of sitafloxacin after oral administration to RTI patients.

Table 13. Relationship between PK/PD parameter and eradica-
tion

PK/PD parameter Eradication (%)

<5 3/9 (33.3) 3/9 (33.3)
5<-<10 3/3
10<-=<15 | 14/15 (93.3)

Cunax/MIC 15<-=<20 | 14/16 (87.5)
79/82 (96.3)

20 < -=<25 | 18/18 (100)

25 < - <30 8/8 (100)

30 < 22/22 (100)
< 100 4/10 (40.0) 4/10 (40.0)

100 < — < 200 6/6 (100)

200 < — = 300
AUCo-24n/MIC | 300 < — = 400

22/25 (88.0)
23/23 (100)

78/81 (96.3)

400 < - = 500 7/7 (100)
500 < — = 600|  9/9 (100)
600 < 11/11 (100)

¥Eradication (%) = no. of "eradication / presumed eradication” /
no. of "total” x100

1M 50mgl H 2M¥%52EARH: - Hee L, ke
OREIK - B, EIEE, HEETOPRLSHEE O FEHEIRN
EEMELTCIMI00mgl H2HOKEEG-H &EFT 55
Gt L7oas, BAYEEERE, MR, FEk Lol
HEAFHNOARNRICHKEREMTHL 2 REVITAD R

o 72 PK/PD f#HT OFE R, STFX 1% 50 mgx 2/ H#5-
TIEMICO0.1 ug/mL ¥ TOR KK %, 100 mgx2/H
HCIIMIC02 ug/mL £ TORKK 2 HESEHL S
LIRS, MIC 2%lE S M- 2R E 83 vk, MIC
2501 ug/mL UL TH X002 ug/mL LT ORI ZEN
FNT8HE (94.0%) B L U821k (988%) b AH T &
WET L L, EIRARFEILPK/PD T O EE 12T
KT 2 THDHLEEZONS,

4l STFX DR AE % 8 L CHEELRERIERE
BHHNT, HIkISW7z o ZZEWER I3 b IE AR
SNTHD, BEMICERZMEIED N Lh o7,
AERLE B L ORIEH OB IR G- R B TEITRD S
Nho72H5, 100 mg x 2/ H¥5-TIE TR OZBEENE
<, CoaxB LV AUCoon DSE WG A IS TR DO SEI DT
K eB 2 ENRENT, B, THOEIEREIX R 50
mgl H 2 P55 CRD LN 1 hhEETH - 7225,
T NFNHBEETH 5 720

PLEXY, STFX 21 50mgl H 2 FELIC L Yl
g%, BRI SR O ZRERB L AR TR
DT LTO A RBERMRZRTEE DI, M
preumoniae % & o WP 7 TGS E O T2 42 R B 1% L
TRWEREZEZ/RL, PK/PD OBlE 5 b KE5D
IR 2 G E B CRRMESIFFCE 2 E 2 b5,
¥ 72, STFX1H50mgl H 2 $ 5 & 1M 100 mg 1
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Table 14. Relationship between PK parameter and adverse reactions

n Crnax (4 g/mL) Cian (1 g/mL) AUCo-24n (1 g * h/mL)
AE Yes 83 0.72 +0.39 0.26 +0.17 11.55 + 5.98
s No 54 0.65 +0.34 0.22 + 0.16 10.08 £ 5.21
ADR Yes 60 0.75+0.43 0.29 £ 0.18 12.32 £ 6.48
S
No 77 0.65 +0.31 0.21 £ 0.15 9.92 + 4.82
i . Yes 11 0.52+0.17 0.23 £ 0.11 9.14 + 3.24
Aspartate aminotransferase increased
No 126 0.71 £ 0.38 0.25 £ 0.18 11.13 £ 5.86
) ) ) Yes 8 0.59 + 0.28 0.20 +0.11 9.41 + 3.85
Alanine aminotransferase increased
No 129 0.70 + 0.37 0.25 £ 0.17 11.07 + 5.80
. Yes 20 0.94 + 0.54 0.33 £ 0.19 14.81 + 7.66
Diarrhoea or soft stool
No 117 0.65 +0.31 0.23 £ 0.16 10.32 + 5.07
. Yes 10 0.95 + 0.54 0.28 + 0.14 14.30 + 7.21
Diarrhoea
No 127 0.67 £ 0.35 0.24 £ 0.17 10.71 £ 5.53
Yes 10 0.93 £ 0.57 0.37 £ 0.24 15.31 + 8.44
Soft stool
No 127 0.67 +0.34 0.24 £ 0.16 10.63 + 5.34
mean + SD

H2R50REHICERZMEIZVWEEZONS
B3, BEEPERIZH T B mWIEEIC L D AR 2 EL L
7oA, T - IO FEIRSE o722 &H 5 1050
mgl H2REFGPLIDEF L VWEEZ L,

O

REBOEBIZEL, BNV 720w TRtk odkst
FHICEH 2L 9,

MNVATEGEN E SRR E LB (NED) LR
F, AN LR A b (PR R AL - RE S, EEN
Borv=v o EBEEHE BERENE KENF - 1T
Wzt v =y 7 (FFRERL) © KBRS, FEEEAN T
0 S NFHIER SR« EHEELT, DAaTA A A
M HE#F G (FIRERRE) © ILSES, BRHREN LR
Bt (NEE) - EBEfISE, WRIEAN ZREWEE GBHE—
) ¢ W EE SR, MR R A R 2 B N R 4 [ B (L
MER) SRR, ERAE BLEHGEAE SRERHPE=
fEmbe (FFIREREL) © hReEke, WTHTH Wk (Vo<
B 7L uF—FD) el A, MIVATEIEAN ESLE
e RS B0 e (R Rl) 7k R B, Fp 4311 A7 PR B
TR v 7 — (Rl - MENE, SR
BWZ )=y 7 (T UV —F - IR - SRR,
NHEIERERRL 7 V) = v 7 ANHED A, HEE - SERIE
FEN R SMERbE (AR © HRERE, ATBRE
N ENLR B RE R e (NAE) @ RIS, AR EF
KPR FHM R (G NF - THSE, etttk
N B2 S AL o 3 TR B S S AR B (PR 2% N
B AR, b3y BE RS b 3 5 R e b
(BHERD) - NmE, EFE AR NSV AFr 7
AT K E PR bE (MR EaRE) © AT A, SRt
FHEbe (WPUga®l) © s, IR R [ )1
WbE (AR @ PhARTHR,  BRFRE AR 3RS b 4 —
e (AR @RI 3E, MREREN RS aBeE—wb

(NEP) IR, NIRFEERR2EM R bt (R 2R R -
HHFE—HL, fEEEREA A smmbs (8D ¢ I
PR, BAZR B bE (ds AL @ REOERE, #E90
Bes i be (MR © Wt iRz, ARPRRF b (5
—WNEL) R, HEOCE, EREARE Fo%R
KRB~ THbE (FFRERNEL)  OGIRER, B RSN
P8 R A7 R 2 B T o B (NP2 )« AR — R, 5157
KFEHEN RIGKRFEEL - k2T EWRRE BN
L) MR TR, EISERESEA BREROK R 3 b o B
(BE—WNED) @ FrEak, ILIER, BEEAN o585
reke (NEL - prBsEeE, #ILEA
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Open study of sitafloxacin in patients with respiratory tract infections
—PK/PD study—

Atsushi Saito”, Yusuke Tanigawara”, Akira Watanabe”,
Nobuki Aoki”, Yoshihito Niki”, Shigeru Kohno’,
Mitsuo Kaku”, Seiji Hori’ and Kyoichi Totsuka”’

Y Japanese Red Cross Nagasaki Genbaku Isahaya Hospital, 986-2 Keya, Tarami, Isahaya, Nagasaki, Japan

? Keio University School of Medicine

¥ Research Division for Department of Anti-Infective Agents, Institute of Development, Aging and Cancer, Tohoku
University

Y Department of Internal Medicine, Shinrakuen Hospital

¥ Department of Clinical Infectious Diseases, School of Medicine, Showa University

9 Division of Molecular and Clinical Microbiology, Department of Microbiology and Immunology, Nagasaki University
Graduate School of Biomedical Sciences

? Field of Infection Control and Laboratory Diagnostics, Internal Medicine, Tohoku University Graduate School of
Medicine

9 Department of Pharmacology, Jikei University School of Medicine

¥ Department of Infectious Diseases, Tokyo Women’s Medical University

Sitafloxacin(STFX), a fluoroquinolone antimicrobial agent, has a broad spectrum of activity and a potent
antimicrobial activity against Streptococcus pneumoniae which is a major pathogen in respiratory tract infec-
tions(RTI). This clinical study was conducted to confirm the clinical recommended dose of STFX as 50 mg b.
i.d. for RTI from PK/PD.

Clinical efficacy was 92.3% (96,/104) in the 50 mg b.i.d. group and 93.1% (27/29) in the 100 mg b.i.d. group.
Bacteriological efficacy was 89.1% (57/64) in the 50 mg b.i.d. group and 82.4% (14/17) in the 100 mg b.i.d.
group. Eradication of major causative organisms was 91.7% (22/24) in S. pneumoniae and 100% (24/24) in Hae-
mophilus influenzae.

Steady state Cuax and AUCoon after repeated oral administration of STFX to patients with RTI were 0.57 =
0.21 pg/mL and 9.38+4.24 ug - h/mL in the 50 mg b.i.d. group, and 1.17 =045 pg/mL and 1716 +652 ug -
h/mL in the 100 mg b.i.d. group.

If Cunae/MIC was 5 or below, or AUCo-2/MIC was 100 or below, eradication were 33.3% (3/9) or 40.0% (4/
10). In contrast, if Cus/MIC was over 5, it was 96.3% (79/82). If AUCs20/MIC was over 100, it was 96.3% (78/
81). MICy of STFX against the causative organisms in this study was 0.1 ug/mL. Results suggest that 50 mg
b.i.d. of STFX can achieve Cuax/MIC 5 and AUCou/MIC 100 against 90% of the causative organisms in RTL

Adverse drug reactions(ADR) occurred in 43.5% (50/115 patients) in the 50 mg b.i.d. group and 42.4% (14/
33 patients) in the 100 mg b.i.d. group. The major ADR was diarrhoea (20/148, 13.5%). Cuax and AUCo-a of pa-
tients in whom diarrhoea or soft stool occurred tended to be higher than in patients free of these symptoms.
No severe ADRs were observed in either groups.

Results suggest that a dose of 50 mg b.i.d. of STFX is optimal in the treatment of RTL



