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ARLENIC 31T B sparfloxacin DX - BRI

BHERTER - alIEK - )1 A
HT%Z - infisth - B 19
LEHRATAYE | SAHEHE"

FLCMRENIBEORLY KA H o BMEFBA sparfloxacin 2 2WTAHBAKICE S 5
BRY) - BERORIZITV, UTORENBOSNI,

() WS ARFERD MO Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae,
Pseudomonas aeruginosa x4 % MIC, ,/MIC,, (ng/ml) 3ENEh 0,.30/25, =0.05/0.2,
0.1/0.2, 3.13/25 T& » 720 Ofloxacin & D H#X T3 Staphylococcus aureus, Escherichia coli.
Klebsiella pneumoniae =%t L T3 A&&|2# 0, Pseudomonas aeruginosa i=%4 L T bBEZMERAP
PELEHONI,

(2) RBHchEEFT : REH hMBES 10 PO T TAK 200 mg O S% 8BMTT7.24ug/ml &
TERL, MFPMEICHNBESTR U, Fo, 4BMETL 5. 12,g/ml EBVEZMHRL
1o

(3) EEPRGEFIALER : AARIBIRGVE 22 BlICER L, FW 104, B84, PPHEYHIATEHE
81.8% T& -7z, HIBEHFHIICI 30 ke 28 BRASER L, 93.3%DIHKRETH -1, 1-, BHIESN
eI, BRRBEEORELH | FUICBEOITFRIKIES 220704, BRENCHEL LS
et
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Sparfloxacin (SPFX) 3 K BAKEWR ST AN
THREINLZFLOVEOAE Y F UK o BRER
T& 5, AHKZ methicillin-resistant Staphylococcus
aureus (MRSA) PHRKELXEC 7 7 LBHE, &
BEPELSFTA2EUT T LEKHE RIS <13
TI3X=, 13307, E%HE EERRBET SN
L., BLEWVAEZARY bLAEBL, TORENEIBRFD
EY Ko ALE U BREROFTIROEVTRICET
BLEANTVAS, FeAKIOMFHEKFREIEH 16 B
MERVA, BERESHOEREIZD SN TV,
AR3 T Tical c Bak - BUHSHERR EMEER.
TREMRR, HFAGRR —BEERRL EOFBRK
KRB L VERE—HRRICL D ZORMENIHERZ SN
TWw3',

SEF A IAFIOREEE ST THARBRRICE I 5 ER
8 - BRI ATV, ZTOHEAM, T2V TE
FOEREBI-OTHRET 5,

I.3 % &F &
1. AN

19884E M 5 19895 Ic i} TEERMILKESE 1 AR
Bt THEOSNIRESRREFEH®RD S B, Staphylococcus
aureus, Escherichia coli, Klebsiella pneumoniae.
Pseudomonas aeruginosa \22\WTR/NEBHEILRE
(MIC) ##E L 7o %72, ofloxacin (OFLX)*,
methicillin (DMPPC)¥, minocycline (MINO)"
26135 MIC bEKICAIEL, HEBRF LI, AIES
#13 Mueller—Hinton broth % f\»7z broth micro-
dilution method TH ), R&EEHERE 10°E/mIT
»H5bo

2. BEHET

BREICTHRBET F2—7 KL+ —U%RBITLL
10 FlicB VT, Rk 30 i AH 200 mg #EOHS
L, ER0IBH i TERE L, BikE LTIk, EH
®E%2, 4, 6, 8, UBMEIcEATHIBHLM
BAEFE L TR L, BRIEDBE IEEKG 7
o7 b5 74 —FICKDBIE L.

3. ERR(EA

1980 4 B &V 1990 5 B CICHES L UHES
HeE TRBREBMOBIE %5 & h 1 A RFIRRAE 22 Fli

*TA67 iR TR RE B EEET T [ |
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Table 1. Antimicrobial activity of sparfloxacin and other antibiotic agents

MIC (ug/ml)

Isolate
. Drug N
(no. of strains) range 50 90% peak value
Staphylococcus aureus sparfloxacin £0.2~50 0.39 25 =0.2
(22) ofloxacin 0. 39~100 1.56 50 0.78
methicillin 0.39~>100 3.13 >100 1. 56
minocycline £0.2~25 £0.2 3.13 0.2
Escherichia coli sparfloxacin <0.05~1.56 <0.05 0.2 =0.05
1) ofloxacin <0.05~6.25 0.1 0.78 0.1
Klebsiella pneumoniae sparfloxacin =0.05~0.39 0.1 0.2 0.1
(19) ofloxacin 0.1~0.78 0.2 0.39 0.2
Pseudomonas aeruginosa sparfloxacin 0.39~100 3.13 25 3.13
(20) ofloxacin 0. 78~>100 3.13 12.5 3.13

AHEERL, ZOERS LUCHEFNDRELLMESE
RitL7, b, KBRICEULBEICEMIINT ST L
WEF—BEBORLWI EABR Lk, MRESITBH
156, L THDOIF 25T, EMITIEENS 84K
T, PH 506K TH-1, EHEIRL2H 1 B 200
mg FO/S5EL, 1E200mg D181 EESA 20
#l, 1E100mg ® 1 H2EHEE2HTH -1, %
5§13 800 mg 5 2000 mg £ T, T 1323 mg T
Hoteo BEINCAIEF DONFIZE TS S #, i
¥ 4 41, S5 - G - FATEID R 4 1), ALPY
RS 3f, ME26, 26, FLARRLH, HER

1HTH 5,

R RHEIHZOHFEEEIC LIch > TIT- 1,
Thbt, ARNLEOBTEICED ST, EHEIAH
BEIATEEERD 2/3 L LDBEE 3K ELD
D, AL 3RS 5 B TEEEROBEMRMGHE T/
HELL LD, PPEYE RS TATERICKEASH
DHREVSSNIZbDEL, EHEZTHEL LRSS
KTHEROHELLEVWHD, VIBELLILLDE
Lo, MIBFHIDRSRERRICRBEI D DRI NAR
HEABRDOS X, BREEHEEL, ZDOBERICLOH
%, B, TE, BERROABETHE LK, b, B
IRAONHESE L, BEREATEEE 1 - 1BAICIRTEE S HE
L7

0. # 2
1. fi@/ (Table 1)
S. aureus (=Xt L TAFNZ 2 B MIC 41 — 7 %R

L., 228k 134ki3 0.39 ug/ml LIT TRENHIEZ N
7oA, %5 983 6.25ug/ml LIED MIC 22 L7,
MRSA 3 2HDHI LD IHkELED, ittt
MIC (3 OFLX Ti32#k 1.56 L g/ml LI ETH 5 Dizxt
L. AHITI25HA0.39 ug/ml LIFAR L 720 21D
MIC., 14 0.39 « g/ml, MIC,, & 25 1 g/ml T,
OFLX, DMPPC L0 BN TWAA, MINO i34 »
TWi,

E. coli TiZ MIC:,13 0.05 2 g/ml LL'F. MICq, i3
0.2zg/ml ©, OFLX ¥ fEo@n-fE@H%ERL
2o

K. pneumoniae i3t L TH AR BN BN %R
L, MIC;,i30. 1zg/ml, MIC,,i30.22g/ml T, *
29 OFLX 03 EDRBEELTH - 12,

P. aeruginosa =Xt L T AFlod MIC (3 0.39
wg/ml ™S 100 g/ml £ TEBRLL AHL, MIC,,
i 3.13 u g/ml, MIC,,id 25 4 g/ml G, OFLX & k.
BT B EARFIDOAENEZHEIPPELL B oI,

2. BT (Fig. 1)

AE|IORSMTHRME ZIREHE 4730 L 6 BRR%IC
0.8, 5 1.80ug/ml iZEEL, 10FDEHYTIE, 2
BfE% T0.93ug/ml, 4BM% T 1. 15ug/mlDE—
Z7iwEL, LIk 6MIE%EN 1.07Tug/ml, 8 EFMKN
0.91ug/ml &@LU, 24 B¥M)1%1213 0. 39 £ g/ml %R
Ltco SIS UREIEHPRE L 4700V L 8 BRI
4.2H55 13.0ug/ml DENE SN, 10FDOFETIE2
Befiltk 1. 43 g/ml, 4 B¥REl{% 5. 83 L g/ml, 6 Bk
6.45ug/ml, 8EFMI%L 7.24ug/ml & ERZKS. 24
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Fig. 1. Plasma and bile levels of sparfloxacin

after oral administration of 200 mg (n=10)

Bl T b 5. 12 g/ml LBV EER LI, B~
ZEOMMITHMBLL T3 3.6 15 13,4 (%, F496.3
f& & MR PBAEELE D D IS LB & VBB i 174 R
L7t

3. BEAR (i A A ik

2 FIOEFRYREREICASLE, ETRBOD S5 H
TRENIG, BR2H. REENBO 4HITIEH3
B, CeEWLHEL SME - % - FHTEIO KRG 4 F
TREH I, LREM L, ALPIEFERBED 3 #Ti
BH1IH, CPEM2H, BEHD 2 FlidkicED, Mo
SHITEED LB, BULHL HRED 1 GLEED. &
BRDOIFIIEHT, 2ETREHI10H. G 8 HI.
POEN A TERIFIEL, BHEBLEU THH- 1
(Table 2, 3),

R BHETPLCPEYDE SN AFICOVWTRETA
MA B &, BEEHENR L H, S miko RS 1§ AT
FAEERB 2 FloWwFn b, KEIOKSHELKS B
A TIRTILHBRIED SN VN, tOREKICE
FEAHI LML THOVL 10 BEICIBRRHEIERS
HVIHEBLTW ., 72, BORENLINIKIFT
BEAIHEELTVEIENS L, TNODEMICENWT
RAFNOHRERICHMEEL.bDLYIEN 5,

BEALHID RS UERRETH -~ 72 DIF 19T, %K
154, MRHER1H, FHR1A BLXK2HTH -
tro TOLDEFDSHEINIEH IV KOBDBESE
Ra&, HFRMH7 T LBHERED 14 BRTIE 12 BRANB K
L. 2HDTFEREL 120 BFRUES T LISHEIRE D 6 R &
SUEE D 10 HRIT T XTHEK Lo 2FTIEHK 28 #,
FH 2R TIHEAR 3. 3% L BH TRIFLEENE SN
7 (Table 4)o BHELZZDIBIETIRE»NS NI L1

AUG 1991

Streptococcus haemolyticus @ 1 ¥ & BT F9/E H R B0
Enterococcus faecalis D 1 %T, I oSicxtd 5 A4
DOMICIRENEN0.025ug/ml & 0.78ug/ml Th
N, BOBOOBERYERIEY BYTHLI 05,
WIEMIC &L 5 contamination DE[EH I LET AL
Ve —F, AREENT 30 BRICH T A AKMDIE S
MICO. 78 g/ml LAT A4 28 ¥k 03.3% % HHTHH, Xk
BloLEHich- 2BIFLITBERETLTVWS,
to. ARSI IR L 7 #13 Streptococcus pyo-
genes, Acinetobacter calcoaceticus. Peptostrepto-
coccus anaerobius D& 1 ¥+ ST, MICIiLW¥Fni
1.56ug/ml THo1co

ARIOR G5B L THOBENEIERREZH ST,
FLERREBEORELNI | MITHMIKME %L1
MECIHIBE LB L L3 TiN -1,

m % .4

FLOWEOAEY oA LE L BERERTSHS
sparfloxacin (3, BHTLBHICH- BN REN
LEVWIIPEBPEZOFRBEHRES 5,

RENOVWTRELXDERIRFTL, HEREFD
4 HEOERSMEICH LT OFLX £ h BIFS 84
Bon, AHoBENIRAEEENEZIN

—%. AFOMTHEREL 10 $10FHT 200 mg &
5 48M%IC 1. 152g/ml O@EAE SN, 24 BMET
£ 0.39ug/ml AAR&NI, Thicx LEBHPIZE 10
HIOFI T 8 B4 7. 24 p g/m) & MAEPIcE~XFV
BETBITL, £ EVERHERBL T 24 Bk
Tb5 12pg/ml E+FMBEHDOHFTE 2BEN
HEEShTW,

200 mg 1 B | B SRR KB4 & HEEE BT
KHEWThH, REERVWETBLBYDENETERYA
B, MEFEICL 93.3% DIHAR L BIFLERN
Bont, KEHIIOVWTIR, | FITREDHIEIKES
ZZH1cHhBMENSIERIRLELC, SEORFIKEVT
BEQIKIBEL B BT,

YU EDFER D S sparfloxacin (34F O BEEIHES A
SRR BE I3 L TGV b- > T, 1 B 1EE
S5TRIFLERNEIRGE TE BN RERLEXO
N3, BERECHLTH, SENIEKRFTORITRT
EN -1 EORNHEN E BIFEEH T
S LT, LWBIGELE I ENEEINS,

<BafRI% 71 HBE>
B EERbes
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Table 2-1. Clinical results of sparfloxacin therapy
Dose | Total | v . . Abnormal
Case| Age | oo - . . MIC : Clinical | Bacteriolo- Adverse
agnosis  |Underlying disease| Severily Organisms (mgXtimaes/| dose . loboralory :
no. [ Sex ug/ml dayxdays) | (g) effect | gical effect fingings reactions
E. cloacae 0.1
7 beut L ] .7 i
LY A1 | subeutaneous (=) moderate S inkermedius 078 100x2x5 | 1 good | eradicated eosino (=)
SY.[ M abscess ] {12
(=)
S haemolyticus 0.02
% beutan
H?l' M suabscc:us (=) moderate | 20X I X7 | L4 [oxcellent| porsisted (-) (=)
o S haemolyticus | 0,025
S aureus 0.2
3| 99 [ subcutaneous .
ss.| u R (=) moderale | WX 1x5 | | |excellent | eradicated | unknown | (=)
(-)
C. perfringens 0.2
4| 8 |subcutaneous X
- x . - -
vl o p =) moderate (i) 00X 1X8 | 1.6 | good |eradicated =) (=)
S agalactie 1.5
51 T | subcutancous . CNS 0.0 .
- x . - -
Akl M o ) mild | 0% 1 X8 | 1.6 |excellent | eradicated (=) (=)
(-)
B. vulgatus 0.39
infected . X
o -) mig | Feprosreptococcussp 02 1oy wr |l ba | i |eradicaed | (©) | (2)
YS.} M | atheroma 1}
=)
CNS 0.02%
T8 infected
e =) moderate | 20X [XT | 1.4 [excellent | eradicated (=) (=)
AS.| M atheroma
(-)
. . 05
bl 7 | g | isbetes mells X""::Z gl
nlec hypertension mild P ' 0% 18 | 1.6 |excellent| replaced | unknown | (-)
SI| M | atheroma asthma i
S pyogenes 1.56
CNS 0.02%
9| 0 inf
infected (=) mild | 0% X7 | 1.4 |excellent | eradicated (-) (=)
EN{ M atheroma
(=)
P. prevolii 0.39
0| 4 wound . . .
Nl M infection (-) mild | 200x1x8 | 1.6 [ fair |eradicated (=) (=)
(=)
nln wound P. prevolii 0.78
L (=) mild | MXI1XT | 1.4 | good |eradicated | unknown | (=)
TH| M infection )

CNS : coagulase-negative staphylococei
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Table 2 —2. Clinical results of sparfloxacin therapy
Case| Age | . . , . mic |, Pose JTotal | ooy | Bactaricho- | Abromal | xq
Diagnosis |Underlying disease| Severity Organisms (mgXtimes/ dose . loboralory "
no. | Sex ug/ml dayxdays)| () effect | gical effoct findings |Teactons
E faecalis 0.39
12| 7 d
skl F i:r::;on colon cancer | mild ] 0x2x85 | 1.3 | good |eradicated| (=) | (-)
- (=)
(=)
13| 69 post burn cerebral .
MS.| F infection arteriosclerosis mild ' QX IXT | 14| good | unknown =) =)
unknown
unknown
| ¥ iproctal
MKl M pe:;:em (=) moderate | Mx1xT | 1.4 | fair | unknown (<) -)
o P. anaerobius 1.5
E durans 0.38
5] 4 iproctal i
N pertproe ) |moderme| B 13 Do ||t [endionst| ) | )
EN| F abscess ¢
(-)
E coli 0.02%
K. pneumoniae 0.05
16 | 33 | periproctal P uulg@ 0.5
kil wm abscess =) moderate E. faecalis 0.78 |20x1x10 | 2 good | decrcased | unknown | (-)
o B. fragilis 0.3
|
E. faecalis 0.78
71 . S. aureus 0.05
ol m felon (=) moderate | 0XIX5 | | [excellent|eradicated | (=) -)
- (=)
18| 46 felo . .
ks.| F elon gastric cancer mild unknown 200xIX5 | 1 |excellent| unknown (=) =)
p S aureus* 0.025
tp| B | furunce -) moderate ! WxIX5 | | | good | replaced | (=) | ()
A. calcoaceticus 1.5
w| u S aureus* 01
Al M furuncle (-) mild | W0XIX5 [ | |excellent| eradicaled | unknown | (-)
(=)
E. coli <0013
. P. prevolii 0.39
NZIS 3[‘? maslitis (-) moderate prf 200X(X7 | 1.4 | good |eradicated | unknown | (-)
(=)
CNS 0.02
. P. multocida 0.2
YZ.?I‘, 4[? phlegmon (-) mild mub 0X1X4 | 0.8 |excellent|eradicaled | unknown | (-)
(-)

* MRSA (methicillin-resistant Staphylococcus aureus)
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Table 3. Clinical response of sparfloxacin therapy classified by diagnosis

No. of Clinical effect Efficacy rate
Diagnosis —
cases | excellent I good l fair [ poor (%)
Subcutaneous abscess 5 3 2
Infected atheroma 4 3 1
Secondary infection 4 3 1
Periproctal abscess 3 1 2
Felon 2 2
Furuncle 2 1 1
Mastitis 1 1
Phlegmon 1 1
Total 22 10 8 4 81.8

Table 4. Bacteriological response to sparfloxacin therapy

No. of Bacteriological effect Organisms appearing
Isolated organisms ) after administration
strains |eradicated (%) persisted (MIC, ¢ g/ml, 10° cells/ml)

S. aureus 4 4
CNS 4 4
S. haemolyticus 1
S. agalactiae 1 1
S. pyogenes 1 (1.56)
E. faecalis 3 2
E. durans 1 1

sub-total 14 12 (85.7) 1
E. coli 2 2
E. cloacae 1 1
K. pneumoniae 1 1
A. calcoaceticus 1 (1.56)
P. vulgaris 1 1
P. multocida 1 1

sub-total 6 6 1
P. prevotii 4 4
P. anaerobius 1 (1.56)
Peptostreptococcus sp. 1 1
S. intermedius 1 1
C. perfringens 1 1
V. parvula 1 1
B. fragilis 1 1
B. vulgatus 1 1

sub-total 10 10 (100) 1

Total 30 28 (93.3) 3




600 o CHEMOTHERAPY AUG. 1991

iR TR S s b - BE K69 # it. Chemotherapy 32 (S -
& BRIk RB G AR 1):853~864, 1984
3) WA, fth AICH T B BEDRIFRME DS
X (3 W& 7 N E, Chemotherapy 32 : 344~
1) HBEBAFEREERHEDAIHLR, HHK 353, 1984
v v Y L (2), Sparfloxacin (AT —4140), 4) W TFEH, fth : Minocycline @ B # H & U5k
Ui B, 1990 ## i1, Chemotherapy 18 : 339~346, 1970

2) HMRZAR fth: ARBERICE ) S DL-8280 DX

BASIC AND CLINICAL STUDIES ON
SPARFLOXACIN IN THE FIELD OF SURGERY

Jiro Yura, Nagao Shinagawa, Shu I[shikawa,
Keiji Mashita, Katsuya Suzui and Hiroshi Ishihara
First Department of Surgery, Medical School, Nagoya City University
1 Kawasumi, Mizuho—cho, Mizuho—ku, Nagoya 467, Japan

Sparfloxacin (SPFX), a new oral quinolone antimicrobial agent, was evaluated for its
antibacteriological activity, biliary excretion and clinical efficacy in the field of surgery.

1) Antibacterial activity : MIC;,/MIC,, values ( zg/ml) for Staphylococcus aureus, Escherichia
coli, Klebsiella pneumoniae and Pseudomonas aeruginosa from surgical foci were 0. 39/25.
<0.05/0.2, 0.1/0.2 and 3.13/25, respectively. SPFX was superior to ofloxacin (OFLX) in the
MIC values for Staphylococcus aureus, Escherichia coli and Klebsiella pneumoniae. Pseudomonas
aeruginosa strains were more sensitive to SPFX than to OFLX.

2 ) Biliary excretion : The mean bile concentration of SPFX in 10 subjects, 8 hrs after
administration of 200 mg, reached 7.24 z g/ml which was higher than the blood concentration. In
addition, the bile concentration was as high as 5. 12z g/ml after 24 hrs.

3) Clinical efficacy : SPFX was administered to 22 patients with surgical infections. The
clinical potency was excellent in 10 cases, good in 8 and fair in 4, the efficacy rate being 81.8%.
Twenty eight of 30 strains were eradicated, the eradication rate being 93.3%. No subjective or
objective adverse effects were observed except one case with a slight increase in eosinophil count,
which was of no clinical significance, and returned to normal after discontinuation of the dosing.



