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Fig.2 Susceptibility distribution of E. coil
isolated from urinary tract infection
(60 strains)
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Fig.3 Susceptibility distribution of C. freundii
isolated from urinary tract infection
(80 strains)
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Fig.5 Susceptibility distribution of E. cloacae Fig.7 Susceptibility distribution of P. mirabilis
isolated from urinary tract infection isolated from urinary tract infection
(60 strains) (80 strains)
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Fig.9 Susceptibility distribution of P,

Table! Volunteers of the studies on 6315~§

aeruginosa isolated from urinary tract

infection (80 strains)
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Fig.10 Serum levels of 6315-S and LMOX
after intravenous drip infusion of lg in
healthy volunteers (n=6, cross—over)
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Fig.11 Urinary excretion of 6315-S and LMOX
after intravenous drip infusion of g
in healthy volunteers (n=6, cross—over)
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Table 3 Overall clinical efficacy of 6315—8 in complicated UTI
0.5~1g X2/day, 5—day treatment

Bacteriuria Pyuria Cleared Decreased | Unchanged :::‘::Z‘:"
Eliminated 2 6 8 (42%)
Decreased
Replaced 1 3 4 (21%)
Unchanged 1 6 7 (37%)
Efficacy on pyuria 3 (16%) 1 (5%) 15 (79%) | Patient total 19

—I Excellent 2 (11%) Overall effectiveness rate
Moderate 7 9/19 (47%)
T by | o

Table 4 Overall clinical efficacy of 6315—S classified by the type of infection

No. of Percent Excell- Overall
Group Moderate{ Poor | effectiveness
patients of total ent rate
1st group (Catheter indwelt) 4 ( 21%) 1 3 25%
2nd group (Post prostatectomy) 4 ( 21%) 1 4 25%
Monomi-
crobial 3rd group (Upper UTI) 1 ( 5%) 1 0%
infection
4th group (Lower UTI) 6 ( 32%) 1 3 2 67%
Sub total 15 ( 79%) 1 5 9 40%
5th group (Catheter indwelt)
Polymi-
crobial 6th group (No catheter indwelt) 4 ( 21%) 1 2 1 75%
infection
Sub total 4 ( 21%) 1 2 1 75%
Total 19 (100%) 2 7 10 47%

tetrazol— 5 yl)—thiomethyl Bic@# I hicZ &ic &k E. cloacae ¥ & T P. mirabilis Tid LMOX i 1~4
DIEHEINI L bHETRERMEEZI OGNS, &% 5N, E. coli, K. pneumoniae & & U° Proteus

SAEDNEESDEHBICHT ZAEID in vitro tRE indole (+) TREBEH, PRSI THOY, CMD
Homgs% o5&, C. freundii, S. marcescens, L TR EENDRBEECTET I > TVAE'". BH,
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Table 5 Bacteriological response to 6315-8

in complicated UTI

Table 7 Strains* appering after 6315-S
treatment in complicated UTI

Isolate No. of strains | Ecadicated ( %) |Persisted*
:.: ;.:z:::'d” ; j t:gg:; g Isolate No. of strains ( %)
K. pneumoniae 2 2 (100%) | o K. pneumoniae 1 ( 25%)
E. aerogenes 1 0 ( 0%) 1 E. aerogenes 1 ( 25%)
E. cloacae 3 3 (100%) 0 P. aeruginosa 1 ( 25%)
§. marcescens 3 3 (100%) 0 YLO 1 ( 25%)
P. mirabilis 1 1 (100%) 0 Total 4 (100%)
P. aeruginosa 6 0 ( 0%) 6 -

. M. morganii 1 1 (100%) 0 * regardiess of bacterial count

A. anitratus 1 1 (100%) 0
A. faecalis 1 1 (100%) 0

Toral 24 17 ( 71%) 7

Table 6 Relation between MIC and bacteriological response to 6315—S treatment

MIC (ug/ml) Inoculum size 10* bacteria/ml Not
Isolate Total
<0.05 | 0.10 0.20 0.39 0.78 1.56 3.12 6.25 12,5 25 50 100 200 | >200 | done
S. epidermidis 1) n 2/2
E. faecalis 2/2 /1 3/3
K. pneumoniae 1/1 11 2/2
E. aerogenes 0/1 0/1
E. cloacae i 1/1 1t 3/3
§. marcescens 1/1 1/1 3/3
P. mirabilis in 171
~ P.aeruginosa 0/1. 0/5 0/6
P. morganii 1/1 1
A.anitratus 1t 11
A. faecalis 1/1 1D
Total m 1 2/2 11 mn 2/2 in in 3/4 1/2 27 mn 16/24
(100%) (100%) | (100%) |(100%) | (100%) (100%) |(100%) |(100%) (75%) | (50%) | (29%) |(100%) | (71%)

P. geruginosa -3t L AK i 2HEHEER L TV,
N3 6315-S 2 A AL THE S - 2ERH
LRE-BT BRI TH -1,
ENBERFRA T, A1 g ABBEHORSM
R 42.9 pg/ml T, BRI 1. 04 BEfE &
grgericmb L DR L, TEM%ICIZO0.5 vg/
ml &> TWi, LMOX Tl Mg 82.2 ug/
ml TR L BMITHD & bICAKHDK 2 5
DiEAER LT AFIIRPICIBRE,>BRICHEM S
h, RehgmmeE, ReEREE H LMOX 209 £
Bof, LML, RPBEORREMIZ LMOX 50T
LORFCHOMPREORBMEEZ Shfchd, AENC
BUTH6~ 8B THEEYREN#BEN TS
D, RESBBEICH LT 1 H 2 BRSO FHEHARYE &
nt,
Utofidhs & BRI EIEICE T 5 BREAIRFT R

Mo, AENIE MM RBEERRSE (c-UTI) oL T+H45
HERDREMFZLO XA THLLEEZL, c-UTI22
PUCARI RS L, 2R, UTI EYFEEESL
FUEHREHEICL 2RI, ThENATX, 24%
EBEMN-1o LHL, ChRBARNRBRERE LTV
P. aeruginosa ¥ BREL T HEFNHA LB %L
B, ENOSRVTHLEUTH > EHFREREEZS
N3, Th o P. aeruginosa BRH| D 6 F| &R\ 113
il UTI ERFMBEREIC L BHE T, 69X DEYE
LB, WEHFNEHRTDH, P. aeruginosa 53 BEE
FIAEEAE LS 1 B (BMEA T -7 LEEE) Tk
5K EBN-1eh, ABBLUEETRENEN 67
%, SE LB TH-1co REBRICHEWVWTD, P
aeruginosa |3 6 tkp 2BkFRE L oot LT, £hid
NOBEETIE, 9% (17/18) LHVRERTH - 1,

% #-, Enterococcus faecalis ¥ & U Staphylococcus
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epidermidis I32HHRLTHENH, 75 LHBIERICE
FRFR|OERENTRERE A, ChoDRRICNT S
MIC 24 2 &, P. aeruginosa Ti3, %k MIC
FRARE EHREHA200 ug/ml LIETHD, BB
PSR ARIB|U &L EX Stc, LIELD, AEIIGM
B RRIAE % P <t oD MME L PR BS R ARAE 10t L TR L 18
SERLEBL SN, ERMBBBIE KT 2FHDOE
EARICOVTIE, LR ERRTHE LB 28K (B
HEE9Y%) NBOSNTHED, |BlgEhid2eg 298
BEIERHEEL SN, BEMIIRED 3 HITII,
RRBEONMI NI | FITERBMNEHLTVEH, 2
PIFBEICLOBEVULEMEENTED, E. coli i
L5 1 AITREYDER LI, BREICOVTIRAK A #
AL 2 Flics W CBIMBEREIER IZFICBDH LN -
PHBERREMTGPT OBE LR (17-47) %2 1 4Hlic
EDIH—BYETH -1,

Lib&p, 6315-S 3 MMM IRIERBEICH LERK
EHRILEAON, £ BFRMBRPECHLTHE
DHREIRYE I NI,

X [
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D
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6315—S (FLOMOXEF) IN URINARY TRACT INFECTION

AxIRA Fuugn, TaTEO NAKANISHI, Osamu MArsumoro,
NoBuMasa Karaoka, Sia, I. C. and Sapao KAmMipono
Department of Urology, Kobe University School of Medicine

GAKU KAWABATA, SoICHI ARAKAWA and JoJi ISHIGAMI
Department of Urology, Kobe National Hospital

Kencm UMEzU
Department of Urology, Miki City Hospital

Siiingi HARA and TAKEHIRO [zumi
Hara Urological Hospital

Preclinical and clinical studies of a new oxacephem antibiotic, 63156—S (flomoxef), were
conducted and the following findings were obtained.

1) In vitro antibacterial activity : the MIC’s of 6315—-S against 8 clinical isolates of Gram—
negative rods: were compared with those of LMOX and CMD. The in vitro antibacterial
activity of 6315—S was superior to that of CMD, and equal or slightly superior to that of
LMOX against E. coli, K. pneumoniae and indole—positive Proteus, but inferior to that of
LMOX against other species.

2) Pharmacokinetics : 6315—S was administered to healthy volunteers by 1g i.v. drip
infusion, and the kinetics of the drug were investigated, by the cross—over method, using
LMOX as control. The 6315—-S level in blood reached 42.9ug/ml in 60 min, with a T of
1.04 h. Its excretion in urine in 2h was 6,888 yg/ml, with 86.2% of the injected dose
recovered from urine in 8h. Compared with LMOX, 6315—-S had lower serum concentrations
and a shorter T! in the B-—phase, but somewhat higher concentration and recovery in
urine.

3) Clinical results : 6315-S was administered to 22 patients with complicated urinary tract
infection, and efficacy was rated as excellent in 2 patients and moderate in 7 : an overall
efficacy rate of 47%. The bacterial elimination rate was 71%. None of the patients experi-
enced either subjective or objective side—effects. In laboratory tests, one patient showed
elevation of GPT, which was mild and transient in nature.



