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Sparfloxacin (SPFX) DX#sty, EERAIRES

MRETH - BRI - FPRAIK - FREIB
Kems) - 258F - BT K- WO
oy W-EHIE-ETEXR
BRAFESLME M

FLLMRENL= 2 —F/ 0L RIEMK sparfloxacin (SPFX) DEERIMKICKHT 55
% norfloxacin (NFLX). ciprofloxacin (CPFX) & H#L. /M BRBEREICNHT S
ERMEREICDVLTR L7

K 5E 5} M Bk methicillin—sensitive Staphylococcus aureus (MSSA) 10 #Ricxt L T3 24 0.4
veg/ml LT CHIEEhiho 2 #lk O #4 TV, Methicillin—resistant Staphylococcus
aureus (MRSA)10#kICDWT D MIC,,0i26.25 ug/ml T3 KM b BN T2, Escherichia
coli 10 kD MIC,, 2 <0.1 yg/ml THD 2K L O BN T/, Klebsiella pneumoniae 10
=9 2B Ak CPFX L RI% T NFLX &) b® N T\ /2, Pseudomonas aeruginosa 20 ¥
TiZ CPFX £ W4 NFLX & 2ZE%Td - 7zo Acinetobacter sp. 9 ¥iZx$ L Ti2 CPFX &
BZL L, NFLX L hBohic@hitilh%EnRL s

BERENICIE, REXRIA, MR2H, [ERED ZKEGR 1 FOdH 6 FlicAR% | E 150
~300mg, |H1ET~12 BMEORES L. ERARIFD1H. BH3H PPEYLH
T, HERREOHOHITEL > -REXR | FIBHIEREE L1z, MEFFICHREHE LB
D2 2 $T, Haemophilus influenzae ® 1 Fli3i%, MRSA o | HIBRFEL - IHERIZ—&
PICBEOTEML L Alich ohid, RBRICEDHEEL. AFEOHRMERTETERVEE
bhz, ERRBEEORFRVWTFNOEFICOBD oI 1,
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Sparfloxacin (SPFX) $#H LRI =—a—
¥ /0 RkRERTH B, ARIIAF V) vRHEEBE T
FORE2EL 7 7 LBHRENSRREEEL ST A
PREE, EME, LU RS, 43 SS5X2, /5
IUT, BEHELSCICEERRMEL SICL REN
EZRT' Y, HEEISOBRIVIBREFT, @ERAKLE
#1200 mg AEOHRS LABAORB DM 0. 63
pg/ml, ML 17T HEMTSD, 2B TO
RepEINRIF 42.5% THELEMESNTWVEY, 50
B3, SHERIMBEKICHT SIREN L IFRBRR]E
KX AERMEUE LTI OV TRI LD THR
&9 3,

I B AR
1./ &
URPRREFREZICTCEEERME L O HBESh

7= methicillin—sensitive Staphylococcus aureus
(MSSA) 10#. methicillin—resistant Staphylococcus
aureus (MRSA) 10 #, Escherichia coli 10%.
Klebsiella pneumoniae 10 ¥, Pseudomonas aeruginosa
20 ¥k, Acinetobacter sp. 9 ki ¥ d 5 AH| O EZH
 BEILLEREFLEELICELTHETL
norfloxacin (NFLX), ciprofloxacin (CPFX) D&
S & HBE L7, B3 heart infusion agar% (£F
L. #EWEERE 10° CFU/m]l CfT- 7,

2. K #

MSSA 10 Bz 343 5 A&#| D MIC (327T0.4 pg/ml
UTTHY, tho2#LhBEATW: (Table 1)o

MRSA 10 #kic %t 2 &F| D MIC,,. MIC,,i3&%
1.6 ug/ml, 6.25 ug/ml T, #h#licid 90% LI LA
EMETH 72Dk L, 3~5BREENLAENET
L7

*TI73 RGEHARXIE 2 — 11— 1
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Table 1. Sensitivity distribution of clinical isolates (10°cells/ml)
IC(ug/ml) J
Organism £0.10.2 0.4 0.8 1.8 3.136.2512,5 25 50 100 >100MIC;MIC,,
Drugs
S. aureus sparfloxacin 8 2 0.2 | 0.4
MSSA norfloxacin 7 1 1 1.6 | 3.13
(10 strains) ciprofloxacin 1 1 1 0.8 | 1.8
S. aureus sparfloxacin 1 7 1 1 1.6 {6.25
MRSA norfloxacin 1 1 3 2 3 50 | >100
(10 strains) ciprofloxacin 5 1 3 |12.5(>100
. sparfloxacin | 9 s0.1(=0.1
E. coli . norfloxacin 3 4 1 2 0.2 ]3.13
(0strains) | orofloxacin | 8 1 1 <0.1] 0.4
. sparfloxacin | 6 3 1 =0.1| 0.2
K pneu.momae norfloxacin 1 6 1 0.4 | 0.8
(0straine) | o ofloxacin| 8 1 1 <0.1| 0.2
. sparfloxacin | 1 1 13 2 1.6 | 1.6
P. aeruginosa | floxacin | 1 1 6 1 1 1.6 | 3.13
(strains) | o rofloxacin| 2 1 8 2 1o 0.4 1.8
Acinetobacter | sparfloxacin | 6 3 <0.1| 0.4
sp. norfloxacin 3 4 1 3.13(6.25
( 9strains) ciprofloxacin | 4 5 0.4 | 0.4

E. coli 10 #Ricxt L Tid, MIC,,#%<0.1 ug/ml T
Kb bLBEOT V1,

K. pneumoniae 10 % Ti2, MIC;,, MIC,,i3& 4
<0.! gg/ml, 0.2 pxg/ml G, CPFX & [E%,
NFLX &0 2 REEBIh T W,

P. aeruginosa i2X49 % MIC,,, MIC, i3\ b
1.8 ug/ml TCPFX £V ¥ - NFLXERF -
oo

Acinetobacter sp. 9B T3 2# 0.4 L g/ml LT T
MHitxh, CPFX LREIZLIE, NFLX X0 4 BRPEEN
1-MIC %2R L7

0. EkBBRE

1. HEROH#*

19893 AD S 9 Bic Yol kEBEE 1m i3 ABRB D
MR 2H, BHIEXLIF, [IEIMLEE 1 HlOst6
Bl (B3, %HE 34, M 35~86 &%, Ty 54.2
B) £#0ReE L, &H 150~30mg %1816 7~
2 BMEOKE L1,

BRYREOHE X, BthBAER BWRXEE. &
& HMmEK CRP, FLEOREFROREBE.S
2 BY, POEY, EHO 4 BECHE LI %K

FLRHEERCVIEEMEE L. @EEHRELT-
1o

FHOE2EERTTLEHNT, K5PDOEBEDOKE
BLUEREZEREB - THRELK, £/, FHBESIC
LIERRBEREOHFHEI DL THRIT L,

2. &

BERAIZ R % Table 2 1C7R Lo ARz, ¥ 1
7, B3, CeEYIH, HERELIATH- 1,

HMEEAIHRICOVTIE, EBREEEL SN S EEN
ARINDI 2 HDAT, Haemophilus influenzae
I3BRE, MRSA IIRETH -7,

EF 1 H.T. 358 i,

DROBEEED EHHA SN, KEXRE LTEHA
DTG5 ERAG LI, CRPE#. AMBEME AN
T, HEREOEENE SO TN > L DHEREE
Lt

EF2 K. Y., 108 i,

S[EREICRREES0E LAER T, M3, 3%,
SROMBEOERE, LRE SO, FHERSL
feECAHREL, W, BERRD, BmEEHEL, &
REELEZL ol H influenzae bi% L 72, BKIE
KORE, MEFNHEL S, BWEHE LK,
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Table 2. Clinical effect of sparfloxacin to respiratory tract infection
Case| Underlying Clinical | Adverse
Patient Diagnosis Daily dose Duration Total dose | Causative organisms }
no. disease efficacy | reaction
[T fomalel  acute -) MmgX | Tdays UMmg | normalflors |unevaluable| (-)
- a -
3%y.0.  6lkg| bronchitis ¢ v ¢
K.Y. female|bronchiectasis H. influenzae
2 i i 200mgx 1 17d 1400m ood -
Tyo. Alkg| tinfoction |  Croncrieciasis me e !l -0 | -
HM.  male ) 300mgx | ldays 300mg
3 - al flo llent | headache
36y.0.  Sbkg preumonia ) 150mgx | 6days 800mg normat flora excelen
K.T. femal te sequelae of cerebral
4 omete A . infraction 300mgXx 1 10 days 3000mg normal flora good (-)
86y.0.  3dkg| bronchitis hypertension
T.H. al te .
5 male) ate (-) WmgX | 12days U0mg | normalfiors | fair | (-)
92y.0.  60kg| bronchitis
K.0. al lung cancer MRSA
6 male pneumonia atelectasis 200mgx1 7days [400mg good (-)
{by.0.  6lkg diabetes mellitus (#)-(8)
EH 3 H. M., 6% Bt m * x®

BT, 39°CHDHEMBH D, CRP 39.4 mg/d], 7
40 mm/h DV REFREZHIA, FHFEEICX
DAE#M L, CRP, #Hik, MEXMHRE DEPLMICHE
Ltzo BRYRBRIIFYTH -1,

EF4 K.T. 868 ki,

MEEKREICT "WEh” OBET, HA %
W, BEHNEE WEXKREALHERRIS ST, K
BXRDBWHObEILETF/F L 2g/BERES
NEDBITH >t AFICEE LA LA, LRER
13i4%, CRP, FikL EDOREREOERILL .

fEFS T.H., 528 BH.

ey, AEKNBEHEOBRELEIERSD, [EXRLE
LW LERI RS LR, BSOS L, B&SRER
AoR&EbHOOIEN -1, 5% 8 BHE L LWL
LBDLIDOTPPEYE L1

fEF 6 K.O., 46% BH.

fBIC R EHRELIERATH S, AEESICKD,
o, WKL DOERERNKEL, RBXKENL
MRBIEEBEELLLDEYDEYUEL o BED
MRSA BEIhEh -7,

Bl E LTI}, EF3D1HlDA, F1 BEIKEAS
300 mg ZARA LEEMACHB L 7oA, 2 B HLIE 150
mg iCEHE URAEHEI/-E A, BEMIZHEELR,

ERREMORELEHIVTNOERICLBH SR
M1z (Table 3),

SPFX 2 MRSA 28U 75 LMBHlEEM»S P
aeruginosa * 3L 7 7 LEEHE, Eitw/1375X
2, 73107, nBAICDIABLEWIRENN RS
namlLv-—a2—F/ 0L RAEHTSH 5, SEORKR
Tb, NFLX, CPFX tDHET, YbHBELRSE
HDOMSSA. MRSA. E. coli. Acinetobacter sp. iZ%
LTR3FPRLENIEN%Z/RL. K pneumoniae,
P. aeruginosaiz®t L Tid. CPFX K&K & REE -
o COD&LIE, ARRBEVREARY b7 L%F
L. BEMICEE, MPEKEIE HBBTHELRYE
BOT, B - PEEOS OMBERREICMLT, 18
| ERETOLERNEAEIMETELLELoNS,

40, WPRBBEMEICH L TEALZZELE A,
5 ik 4 Gl AL LORRDB S hi, BREDHKTE
Ehi: 2fOHhT, MRSA RS hi-ikB TR
BTEQh -, BHBER MRGEREL, BX
BB TH - oo AER IIEBES L L TESHE
S MBENDH D, BROTHIRELERICLTVSE
EzZonl,

Za—% /0 HEHRR/AIDHRIC X 2B, H
B EDHREMERDBERMIEEFEEIN TV S, &
FICBWTHRETH IH0TAME | HlIcBHEEICLD
HELTED, A EDREMEETETERLVEED
htc, ERREBORBEH IS SN T,
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Table 3. Laboratory findings before and after the treatment with sparfloxacin

Before]| RBC | Hb | Hi | WBC [NeutrolNeutro\poging| Plis  |S-GOT|S-GPT|Al-Pass| BUN | S-Cr | Na* | K' | CI
Nof--=---1 stabs. | segs.
After [(10741){ (ghdD) | (%) || (%) | (%) | (%) [0l | (U) | (U) | (U) Kmg/dl)mg/dl)(mBq/1){(mEq/1))(mEq/1)
before| 484 18.1 | 40.8 | 5200 ( 2 55 8 3.5 12 8 | ] 0 ND"ND _____ {‘”_)-
Waer | i | 180 | 308 | sw0] 2 | @ | 8 | %06 | 13| 8 |0 |ise | o8 | w8 | 41 |
before| 381 1.5 | 4.0 3200 21 28 0 8.0 % 17 147 | 16.6 _q’f 147 _3_.-8". ...lq‘.,_..
1 ™ TP N 7 B B S T R T TR I P I T PR T
s s Twr Tar [ow o {5 [ T wo 77 T [ [ [T [ e
after [ 465 13.0 | 38.6 | 5400 62 3 4.1 11 28 M4 | 17,9 | LI 144 | 4.1 105
before{ 362 9.6 | 28.8 | 10000 | O 67 l 4.1 17 14 99 | .3 .l.fi 4 ] 4 ~_7_" 102
L B T N I B O P Y P B T T R R PR T
before| 469 151 | 4.0 | 4800 0 50 5 2.6 21 30 209 | 1871 09 142 44 ) 105
P I P N I O R P T B I Y B I I
; before| 321 10.4 7 30.4 | 4600 0 ...7.0...;...1 ________ 1 40 ______ 8 _______ 5 ~L_Hf_i “l_q_q""(” !‘{D NE" ND
after | 299 9.6 | 31.4 | 5100 O 68 [} 17.2 12 7 134 18.1 0.9 ND | ND ND
ND: not determined
ULEDHERLD, SPFX 3 &EFRBAREICH L Agents Chemother 33 : 1167~1173, 1989
BB ESTEPR L ZR2UIPHETELDT, AR 2) Kojima T, Inoue M and Mitsuhashi S : In
BHECBOTRRARMDG DR TTOATHLHEALY vitro activity of AT—4140 against clinical
TLERKTH S, ABRPTDBREDOKE, WIELEEL & & bacterial isolates. Antimicrob Agents
DRHSAEA M L TV % MRSA, P. aeruginosa. Chemother 33 : 1980~1988, 1989
Acinetobacter sp. WEDEBICN L THREZHEHE L 3) Kojima T, Inoue M and Mitsuhashi S : In
TV H8E - DEEDBEAREAE O IRk 2R EIFE I3t L vitro activity of AT — 4140 against quinolone—
THHRTCEAMDBVWEORBERNTH 2L Bbh 3, and methicillin-resistant Staphylococcus
aureus. Antimicrob Agents Chemother 34 :
X 8 1123~1127, 1990
1) Nakamura S, et al. : In vitro and in vivo 4) FBEARLCEREELABAXBRES, FX

antibacterial activities of AT—4140, a new

broad-spectrum quinolone. Antimicrob

v R I L (2), Sparfloxacin (AT -4140),
Ik B8, 1990



254 CHEMOTHERAPY AUG. 1991

BASIC AND CLINICAL STUDIES ON SPARFLOXACIN

Masumi Aoki, Yasuo Ono, Norio Nozue, Toshiaki Haga,

Isao Ohyatsu, Atsuko Guji, Taku Miyashita, Morimichi Yamaguchi,
Hajime Nishiya, Otohiko Kunii and Hideo Miyashita
Department of Internal Medicine, Division 2, Teikyo University, School of Medicine
2-11-1 Kaga, ltabashi—-ku, Tokyo 173, Japan

Laboratory and clinical studies were performed on a new quinolone derivative, sparfloxacin
(SPFX).

The in vitro antibacterial activity of SPFX was evaluated against clinically isolated strains,
and compared with those of norfloxacin (NFLX) and ciprofloxacin(CPFX). Against methicillin-
sensitive Staphylococcus aureus (MSSA ;10 strains), methicillin—resistant Staphylococcus aureus
(MRSA ;10 strains), and Escherichia coli (10 strains), SPFX was the most active. Against
MRSA, MIC;, and MIC,, of SPFX were 1.6 rg/ml, and 6.25 ug/ml, respectively. Against
Klebsiella pneumoniae, the activity of SPFX was comparable to that of CPFX and higher than
NFLX. Against Pseudomonas aeruginosa, SPFX was inferior to CPFX and superior to NFLX.
Against Acinetobacter sp. SPFX was almost equal to CPFX, and superior to NFLX.

SPFX was administered to 6 patients (2 with pneumonia, 3 with acute bronchitis and 1 with
bronchiectasis) orally at the dose of 150 to 300 mg once a day for 7 to 12 days. The resulis
were excellent in 1 case, good in 3, fair in 1 and unevaluable in 1. The causative organism was
eradicated in | case, persisted in 1 and unevaluable in 4.

As for adverse reactions, a slight headache was observed in 1 case. No abnormal laboratory
findings were found in any cases.



