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Table |. Invitro PAE of sparfloxacin against Gram—negative rods

Exposure E. coli K. pneumoniae P. aeruginosa
Time Conc. No. 3 No. 7 Black BK ATCC27853 B2
ih 2 MIC 1.1 0.8 2.2 2.4 1.9 2.4
4 MIC 2.1 1.8 2.3 2.6 2.6
oh 2MIC 1.6 1.5 2.5 2.2 2.4 2.4
4 MIC 2.0 1.8 3.0 3.2
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Fig. 1. In vitro time kill curve of sparfloxacin

against K. pneumoniae BK
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B AERMOE(LZ LKL 2o SPFX #5800 AR
PERGEAOEEERT T 5 HNT, SPFX 2 mg/kg
BB 150 5 5 435 5 & T 15 53 IR CHERFEY I BT s
18Xt BRI Dt 248 8 BK $k10°CFU % i ABRIC #8
BLT KMk COMBMERENI Y bo—/ILoME
EHBL 7,

2. & &
In vitro DKk
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(Fig. 1)
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BARBLa vy bo—-LEBRBEILTH > 7, 16 mg/
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Fig. 2. Growth of K. pneumoniae BK in thigh of
mouse given sparfloxacin
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Fig. 5. In vivo time kill curve of sparfloxacin
against P. aeruginosa ATCC 27853 in neu-
tropenic mouse thigh infection model
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Fig. 4. In vivo time kill curve of ofloxacin and PRR L. ﬁﬁiﬁﬂk &E@?Eﬂ)&%b‘%bﬁ\of:{;@
sparfloxacin against E. coli in neutropenic ZEY, EREVHREIERRDOL, RRER,

mouse thigh infection model REFRICHBNREBDONIDDEER, ERBEDINE
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Table 2. Clinical results of sparfloxacin
T
No| Namo| 5| cund ”‘l“‘i‘:"“]‘? Treatmant olatod oreaniapy | Pecterioloical | Clinical | Side
o.[Name| .+ | (undorlying disoaso : : solated organism
Ag e daily dose |duration J[foc

ke or complication) (mgXtimes) | (days) offect offect offects
I |[N.M I acuto bronchitis 150% 2 7 8 -hacmolytic eradicated excellent{ (-)

66 Streplococcus
ol 1 M | tonsillitis ) e ~
2| B 70 | (malignant lymphoma) 150X 2 14 1. parainfluenzae cradicated good (-)

. I | chronic bronchitis . N
3| 1°S 85 | (hypersplonism) 150X 2 7 normal flora unknown good (-)

F , . . B —-haemolytic s . stomach
4| K.K 66 chronic bronchitis 150X 2 7 Streptococcus eradicated fair discomfort
5( I 6[:9 chronic bronchitis 150% 2 7 normal flora unknown fair -)

y M | colitis - -
6| H.I 26 | (alcoholic hepatitis) 150X 2 7 not done excellent| (-)

F
71U.Y. 93 acute cystitis 150X 2 14 Gram-positive rods persisted good (-)

F ?ﬁute cystitis

rtension, 5 . . _

8 | M.O 70 hygepfcholesterolemie, 300% | 5 E. coli eradicated excellent| (-)
hyperthyroidism)

9| FS " | chronic bror:nchms 300% 1 7 normal flora unknown excellent| (-)

687 | (hypersplenism)

M | acute bronchitis
10| K.H. | ,;, | (chronic lymphatic 300% 1 10 normal flora unknown excellent| (-)

74 leukemia)
11| N.N. ;:2 acute bronchitis 300X 1 7 not done - good (-)
12| S.F. ;/,l, pneumoniae 300% 1 7 S. pneumnoniae unknown excellent| (-)

- bDEEHE Lz, BROBMBERIZROWL TH

107 % (Table 2), BERFLRIEN 20, HH 14,
ol BHIEXRIEDLIH), EH2H, PLED2H, M
® RO 1 FIIER, (LRERKRD | BlI3EL, BEBERIE
£ o ED 16, BHLH, KBRO | HREDTH 10 2
S 4l HELT, E26H. BH4H, POEY2HTHHE
g o oo 383X TH oo MERHIC, EREL6 KRB
6 B Statons 2 e ., B —haemolytic Streptococcus D 2# & Hae-
st 4 Speflonecn 4 mpkg mophilus parainfluenzae, Escherichia coli D% 1 %
50 2 4 ¢ s 3 e >4 Hi4% L, Gram-positive rods @ | BkABRFEL o W
Time (h) % TR & N Streptococcus pneumoniae (3 &K

Fig. 6. In vivo time kill curve of once a day and
twice a day dose of sparfloxacin against
K. pneumoniae BK in neutropenic mouse
thigh infection model

HofebD, H2VRBERBEOHEKIZED SNV,
BRER REFRCUEBENBDOONILLDOEPPE
%, BRESICERER, REFRCRENBDSHL

Biok D EENML L, HElLitboLiEEsh
3, B5EHEOOAB L, AH 150mg 21 H2ELE
30mg %1 B 1EEEHKRTEE, EHRTRENE
VHODEYNBEETRE V. HMEGRRITIIZNE
Vo BHERTRMETLIARSh, Chidk5REL
DEBARBIFER LA LD T, MFICEEL THBEL
foo BRRAMTIR 1HITMmR, 1#TS-Crot
8, | FITIFBROMMAE Sh (Table 3). MR
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Table 3. Laboratory findings
N WBC |[Eosino, Platelet | Hb GOT | GPT | Al-P| LDH BUN
0. (/ul) (%) | (x10¢/ul)| (g/dl)| (KU) | (KU) |(KAU)|(mU/ml)|(mg/dl)
) B 6400 0 30.1 13.4 12 7 271 103 14,8
A 4000 2 31.4 13.3 12 8 264 200 18.3
9 B 6000 11 21,2 13.0 15 9 241 134 17.1
A 7600 8 20.8 13.1 26 17 245 127 20.1
3 B 4200 5 27.4 1.7 8 12 207 237 12.8
A 2800 1 25.4 111 20 14 190 232 14.1
4 B 6900 5 26.6 13.2 16 9 172 204 15.5
A 7100 1 26.4 13.4 16 10 178 197 19.8
5 B 7200 4 26.4 18.0 15 22 170 182 13.8
A 6500 12.5 23.8 12.5 15 11 130 175 15.4
6 B 9400 0 33.1 18.1 39 73 137 128 11.7
A — — — i —_ —_ - — —-—
B 6100 4 - 11.0 17 8 115 146 13.6
7
A -_— —_ — —_ —_ — — p— —_
B 6300 - - 14.2 17 14 263 192 19.1
8
A — - — —_ — — —_ — -
9 B 3400 0 22.1 12.0 20 12 236 226 15.6
A 3000 4 25.1 11.6 17 11 220 223 14.2
10 B | 28000 - 17.6 13.8 16 9 179 204 18.8
A | 26100 - 15.6 14.2 15 7 163 182 17.7
B 8600 3 32.0 14.5 13 13 212 206 17.7
11
A —_— —_ _ —_ _ _ _- —_ —_
B 12500 0.5 16.9 12.2 28 18 701 185 23.6
12
A —_ _ _ i —_ — —_ —_ —_
i
No. 1 : hematuria, No.2:S—-Cr? (1.3 — 1.5mg/dl), No.5:eosino.t (4 — 12.5%)
B : before therapy A : after therapy
OFjid, FHIEXRCERREORVWEET, FHIE o * 2

SR THORRE THRINERA 11~20/F BRI h/05, &
ERETHD, LHTORBETIR | ELEHONTEST
ETOROEBFEHL NN, BEHISH L ELRIBETE
W §—Cr LR OF LR RO BE T EMKE
KB UERHD, U LA LTV, S-
Cr 3#54i2% 1. 3mg/dl ©, #5 7 BEA1.5mg/dl,
148B51. 4 mg/dl, Li# 1. 3mg/dl iKR~>7:c BUN @
Z®H 171 mg/dl 5 20. L mg/dl &ENBELSSH -
oo REBERRICB OIS BEHRIRONTES
T A EORERRIBETEL WV, FREREMD 1
PIT AR S % 8 700/ 1] Bl EcHmML - b
T, EDRIRICTARREEL L TORVOTHERER
RO, BBELBRETERH,

PAEIXDWTiE, 2BLUAMIC Tl LU 2
MEMOFEFE TIABE IR THARE, KBETY
PRVWHERVRBHoNT, RICABETR2HKE b
MICA30.0l yg/ml &{EWVWC &0 o, MPREDSEY
RBLAEA—METCOUROLELEZL SN,

In vivo IZEWTi2 SPFX D 2 mg/kg 25% 78
MULLHEOMEEME TE 2REOEHN Y XD
ABHICERELTEY, MEOBHEAMHLTHED
i$ SPFX @ PAE fEHCR 7 WEEZ ot In vitro
DEREFHBOBME TERKMICE VT subMIC THLERE
ERZALTVA I L05, HBIEREL TV 2XED
EHEEZEZ ONT, F/ 0 REZHEBBITENBIT
Walanash, MPREHRBISEZ L EFHLER
ThHo, MPRELIWTLCHET S L0248
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Mg & 0 3L LABKRKANDORE DOFIREMEAE X &
o EFCEVWTH SPFX oihE iz %<, &
ERTRE N &L D ICRIGMMEE O FMMZDH LTH
52&mn 1 B B EOTRMENEL SN, TV R
KHWT I ERE L 2ERGALERLIZE A 24 B
ROLEBEBIZIZIZEILTH 7o LAL 4 meg/keg!l B
BER+TALYHRERLALERVWA LM, EMiCE
WTRNPRELBENEWCENS 1 B IEREIRE
DEUEDOB SN ATHEMERTHYEROBRTS -
720
BERMRBIC VW TR SEAMADIE Wi S
ERBANBZEIIHREVY, ARTRYS LBHER, B
HEOWMA @O EERDRIB SN, LOLFHYE
MBS, WHwaUhKkOREMR L SN, BIFER D

—BEDWIMERY | FlicRSNI-DBT, BAKLR
FTehote, 1, REFETII10mgl B2E L)
b300mg 1 B 1 EDOLH, ¥HB, ZEROKA S
nTWwaZ LrMES N,

b4 [

1) EH—M, R WFE FHEE: ®BLEEA(L
YREXQTAAXBRE, XL v H U9
(2), Sparfloxacin (AT-4140), K&, 1990

2) Kanamaru M, et al. : Pharmacokinetics and
safety of a new quinolone, AT -4140 in
healthy volunteers. 28th Intersci Conf Anti-
microb Agents Chemother, Los Angeles,
Oct. 1988

BASIC AND CLINICAL STUDIES ON POSTANTIBIOTIC EFFECT
OF SPARFLOXACIN

Jun’ichi Katahira, Kohsuke Haruki, Yusuke Shibata, Hiromi Hasegawa,
Ken Kikuchi, Kyoichi Totsuka and Kihachiro Shimizu
Department of Internal Medicine, Tokyo Women’s Medical College
8—1 Kawada—cho, Shinjuku—ku, Tokyo 162, Japan

Sparfloxacin (SPFX) is a newly developed oral pyridonecarboxilic acid antimicrobial agent.
Among the current quinolone derivatives, SPFX is characterized as the most potent antimicrobial
with a broad spectrum of activity and a long plasma elimination life. SPFX has also the advan-

tage of extensive tissue penetration.

1) The in vitro postantibiotic effect of SPFX by exposing isolates at the 2 to 4 fold MIC for |
to 2 hrs was 0.8 to 2.1 hrs for Escherichia coli, 2.2 to 3.2 hrs for Klebsiella pneumoniae, and

1.9 to 2.6 hrs for Pseudomonas aeruginosa. The in vitro effective regrowth time (ERT) of SPFX
was longer than that of ofloxacin and enoxacin. In Klebsiella pnemoniae BK in a neutropenic
mouse thigh infection model, the change in viable counts at 24 hrs was almost the same with
dosage regimens of 2 mg/kg twice-a-day, and 4 mg/kg once-a-day.

2) SPFX was administered to 12 patients mainly with respiratory tract infections, the efficacy
rate being 88% with efficient bacterial eradication. The dose regimen of 300 mg once-a-day was
better than that of 150 mg twice-a-day in terms of the rate of “excellent” and the safety.



