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MEERZRTIRAIGCE FIN S 10 kR SN, 8 HkMRE A 7%, P. aeruginosa 2 HhHik
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6315-S (Flomoxef : FMOX) i3 AR CHRE I NI
FLOBEHAA$ Y+ 7 = ARRENET, TIAK
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Fig.1 Chemical structure of 6315—S
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Fig.2 Sensitivity distribution and cumulative
curve of clinically isolated E. coil
(34 strains)

10 cells/ml
(%)
100 et -
g

H /
g / ——: 6315-S
§_ ,/ o—! LMOX
g 50 I/ o=.=0! CMD
a / weeee: CTM
E /
3 "

MIC(ug/ml)<0.025 005 020 0.78 3.2 12.5 50 >100

Drug 0025 010 0,40 1.56 6.25 25 100
6315—S | 12 4 15 2 1

LMOX 6 11691 1

CMD 3 3609102 1

CT™M 4 3149 22

HREL, zoHEY, KLt LUERAMtICOVTR
i L7

I. 8 & H &

1. BRNRE

1) fidn

HEZRGEKRSMBD > B Escherichia coli 34 #,
Klebsiella pneumoniae 25 tk, Proteus mirabilis
15 %k, Indole Positive Proteus 19 #k, Serratia
marcescens 11 ¥k, Staphylococcus aureus 12 kD
it 116 BkicX 4 % 6315—-S, LMOX, CMD, CTM D&
NREBFHIERE (MIC) £ BA{LEREFLEmNEREIC
Lo THRIEL, BEFOREHELEKL 1,

2) B R

REAAERE 4 5i1263156-S0.5g %413, 304&
1D 7 0 R4 — " — g TEEAHEK 100 ml IERE
LE@EL, MbBEEESHE, #5% 15 30, 45,
60, 90, 150, 270, 390 43(30 S3#5) & 5\ 3B 5HT,
51 30, 60, 75, 90, 120, 240, 360 43( 1 BRI 5)
IKBITE L 1o IRPBEZERER, HE5%2 4, 6, 8
Mo 2 BB DEREER L THRIE L1,

#®EAIE 3 Bioassay iIc &k - 7o “hid E. coli
7347 AREEEL, MY TPV A EREM (pHT.3)
ZEV, HEERS X10°3/ml LT AEEREICK -
foo HEHERK MNP MERITEICII L PREEMH (KEA

Fig.3 Sensitivity distribution and cumulative
curve of clinically isolated Klebsiella sp.
(25 strains)
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Fig. 4 Sensitivity distribution and cumulative
curve of clinically isolated P.mirabilis
(15 strains)
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Fig.8 Sensitivity distribution and cumulative
curve of clinically isolated S.marcescens
(11 strains)
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BitLZ 7 (Fig.5)o
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morganii 6 %kC&H 5%, S. marcescens 11 ¥Rzt L Tld
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Th-1: (Fig.6 )
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DREMNHEIEL A/ (Fig. 7).



Table | Serum concenirations of 6315-S (0.5¢ IVD 1 hour)
. Serum concentration (ug/ml
Case | Name Age |Weight )
(y) (kg) 0 % 1 1% 1% 2 4 6 hours
A M.R 25 72 0 18.2 19.4 11.1 7.6 4.5 1.48 0.43
B S.M 25 70 0 13.6 18.0 8.40 | 5.80 3.55 0.77 0.19
[} K.F 27 62 0 15.2 20.0 12,7 8.10 4.45 1.55 | 0.42
D AM 23 58 0 18.2 20.8 14.0 8.80 5.45 1.81 0.50
Mean 25 65.5 16.3 19.6 11.6 7.6 4.49 1.40 0.39
t + t 0 t t t t t + t
S.D. 1.41 5.72 1.98 1.02 2,08 1.10 | 0.672 | 0.385 | 0.117
Table 2 Serum concentrations of 6315—-S (0.5g IVD 0.5 hour)
case | Name | Age Weight Serum concentration (mg/ml)
w | xg | o % | 4 % 1 (1% |2% |44 |64
hours
A M.R 25 72 0 27.4 27.6 15.0 8.80 4.95 2.63 0.91 0.23
B S.M 25 70 0 20.2 22.8 10.8 7.40 4.40 1.92 0.34 0.16
C K.F 27 62 0 22.2 31.8 14.8 9.50 5.15 2.74 0.97 0.24
D AM 23 58 0 25.6 33.0 16.0 | 10.5 5.50 3.55 0.85 0.21
Mean 25 65.5 23.9 28.8 14.2 9.05 5.00 2.71 0.77 0.21
+ t t 0 t % 3 + + + + %
S.D. 1.41 5.72 2.81 4.00 1.99 1.12 | 0.398 | 0.578 | 0.250 | 3.08

Fig.8 Serum concentrations of 6315—S 0.5¢
after intravenous drip infusion (0.5 hour)

(mean, n=4)

Fig.9 Serum concentrations of 6315-S 0.5g
after intravenous drip infusion (1.0 hour)
(mean, n=4)
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Table 3 Pharmacokinetic parameters of 6315—S in volunteers following
intravenous drip infusion of 0.5g over 0.5 and 1 hour

Dose Kia Kay Ko Ve Vas a g th(a) th(f) CiTot AUC

® Volunteer |y -1 ) ') ') W) (L (') (wty  (hy) (hr)  (mi/min) (ug-he/ml)
Mean(4) 4.498 2675 3.452 5.3 14.29 9.670 0.955 0.07 0.73 307 27
0.5 hour IVD 0.5 A 1.245 1.073 1.874 9.59 20.72 3.640 0.552 0.19 1.25 300 28
B 4.122 1.894 3223 6.69 21.2% 8.523 0.716 0.08 0.97 359 23
[ 1.823 1.323 2303 7.19 17.10 4.816 0.633 0.14 1.10 276 30
D 2518 1.660 2.504 6.07 15.28 5.988 0.694 0.12 1.00 253 33
Mean(4) 1.348 1.064 2.001 8.19 18.57 3.862 0.551 0.18 1.26 273 3
1.0 hour 1IVD 0.5 A 1.935 1.081 2.305 6.71 18.72 4.802 0519 0.14 1.34 258 32
B 1.985 1.373 2.718 7.44 18.20 5.383 0.693 0.13 1,00 337 25
C 1.053 1.549 1.851 9.29 15.61 3.672 0.781 0.19 0.89 287 29
D 0.883 0.595 1.593 8.75 21.74 2.723 0.348 0.26 1.99 232 36

5i%304), | BRAMBETIE 19.6ug/ml (&5 GPT ot R, E# 8 TClaamEHKNE L, GPT ni

BIKM) &0, AEBELTERIBMTIRIOS
BE5DOHBE0.TTug/ml, | RS OB ESMBIE
KTH3IWMT 1.40g/ml OMPBEEZTL,
BeXEEEMIL0.73, L26BMTH-1, Thohs
Pharmacokinetic parameters % ®H L 72 b 0 A¢
Table 3 Th 5,

Reb@E, ReBEINERICHWTIE Table 4, 517 L
fo BESRAE TORPEINEL 30 5, | BFRESMAPE
DEAENEFN82.5, 84.8% Th »1,

2. RSB

SR MRS 2 3 41, 1BMERETLEERIA, A
fRIEN R, AMFIIRAE 1 PICERZ&SE L,
#lo—%iz Table 6 iR L 7o

UTI EFEREEICE S EH 6 §| & RIBEDHBIIC
DI TRUIZDA Table 7 Tdh 5,

AT—TFNVREBEFANIFTED IS 2 HNEHT
Hofeo TRLEHERLENIFHD, CDHH 2HNE
BCH-7,

EFhEH2, HH1, BHITCHYENSETH-
fz (Table 8 ),

HEFHOYR%E Bz Table 0 T10 4 8 8k 80%
DHEHARTH - 1o BELDIE P. aeruginosa
D2/IEFTH -1,

BRIBAL, BHANTRAOE | HREHBEHET
BLWY, BYEHEI NI, HEEEIERKERE,
BRRD & 2BA I3 TN S 2 Mk L THE L7,

Bt MRIRIER 3 WS hOERIC DA 1228,
ERRE@ORE L 2 PlIcBHT,

ERREBEDOLH) L Table 10 iR L1, EH 3 Tk

EERMBBHSNI, EH ST Al-p D LERHMH BN,
CHNEHIIRBOBEEDI.HTH A H L EIEEIHTE
Lictesh, HREICKBREL LEh -1,

o % ®

AR DB IZT TIcD~XmL, P. aeruginosa %
B 75 LRaHEICH LT LMOX LRI DiInEN%
RT &M, Enterococcus faecalis %< 75 LIBHE
i3t LT CEZ LEZFDIHBENERT LICH B, &5
12 CEZ it S. aureus i bHHT, LMOX R+ i#k
S[MB I b A% R T4 Disulfiram B {ERAE
DLEHEHD—DTHS '™,

B —lactamase ® 5 % cephalosporinase ®—&LL
AICIIEETHEH BRE(L ~2 MIC)TIZ E. coli,
Enterobacter sp. @ B—lactamase E4 inducer & 75
W 5 %, —% Enterobacter sp. iICI3ABEBHED KT
bIENICHEIEL D 5,

RA2DITB 1B HNABR T E. coli, K.
pneumoniae, P. mirabilis, S. marcescens Tt
LMOX ¢t 3 BEF0E %R L, Indole positive
proteus TiE ¥ LMOX L EhTWi, LML,
S. aureus Ti¥ CMD & Z4<, LMOX &b 3 &R
EEh TN, 40 CEZ 2FRLEM->7DT
CEZ L3t TE M7,

Kic5HiE REHR RERTHHH, BLDfT
15 e RIRFEHEHBROE RN S KT 5L 0.5g /5T
bREMPEEIRS ZEE LS, MPFREFMAL
BHEVC ENG 0.5g GRS | RRISBRIETE,
1 B3~ 4 ED/ENLBELEZL SN, RFINE—B 2
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Table 4 Urinary excretion of 6315—S (0.5g IVD 1 hour)
Urinary concentration and excretion
Case Total %
0 0~1 1~2 2~4 4~6 6~8
ml 0 70 34 80 188 128
A pg/ml 0 2820 3850 865 113 49
% 0 39.48 26.18 13.84 4,25 1.25 85,00
ml 0 54 24 60 56 48
B ugiml 0 3280 4650 1180 150 41
% 0 35.42 22.32 14.16 1.68 0.39 73.97
ml 0 30 20 55 50 38
C ug/ml 0 6800 7700 1480 445 228
% 0 40.80 30.80 16.28 4.45 1.73 94.06
ml 0 50 32 70 65 46
D ug/ml 0 3860 4020 | 1190 308 123
% 0 38.60 25.73 16.67 4.00 1.13 86.30
Mean | mg/ml 0 4190 | 5055 | 1179 | 254 110 | 848
% 0 38.6 | 263 15.2 3.60 | 113 |.7.17
Table 5 Urinary excretion of 6315-S (0.5g IVD 0.5 hour)
Urinary concentration and excretion
Case Total %
0 0~1 1~2 2~4 4~6 6~8
ml 0 40 30 70 76 110
A ug/ml 0 5940 2460 860 211 39
% 0 47.5 14.8 12.0 3.2 0.9 78.4
ml 0 104 70 100 74 84
B ug/ml 0 2250 1040 400 125 22
% 0 46.8 14.6 8.0 1.9 0.4 71.7
ml 0 22 20 60 90 104
C ug/ml 0 12600 4540 960 210 46
% 0 55.4 18.2 11.5 3.8 1.0 89.9
ml 0 48 69 68 65 96
D ug/ml 0 5640 1500 825 240 46
% 0 54.1 20.7 11.2 3.1 0.9 90.0
Mean ug/ml 0 6607 2385 761 197 38 82,5
% 0 51.0 17.1 10.7 3.0 0.8 +7.81

Ei5L 7514551 g% | KMTHRBBET 2LENRD
3 LBbhi, SEIORINHEHAR T 1 g ABBIER
T1abtin- 1%, dose response idh 5 EEANIEZ
DHIOBEYTRIIEVIESL I M

F oMb RE - BMR TEK (AUC) Ao RTH

AR SRR 0.5g 10 | gIEELS I BHTE
WeEBbhz,

REEREQRIE IS M T IIRDBE L AYIRERTH L,
COAIBLTHRPENNRH 8 Bl E TT0KUL
DEERLELC R, ARHBREIRY bV ELRBE
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Table 7 Overall clinical efficacy of 6315-S classified by type of infection
Group No. of cases Excellent | Moderste Poor o:::":::::::d'
1st group (Catheter indwelt) 2 (33.3%) 0 1 1 (1/2) 50.0%
2nd group (Post prostatatectomy) 0 (0 % 0 0 0 (0) 0%
Single
infection 3rd group (Upper U.T.L) 1 (16.7%) 1 0 0 (1/1) 100.0%
4th group (Lower U.T.L) 0 (0 % 0 0 0 (o0) 0%
Sub total 3  (50.0%) 1 1 1 (2/3) 66.7%
Sth group (Catheter indwelt) 1 (16.7%) 0 0 1 (0/1) 0%
Mixed
infoction 6th group (No catheter indwelt) 2 (33.3%) 1 ] 1 (1/2)  50.0%
Sub total 3  (50.0%) 1 0 2 {1/3) 33.3%
Total 6 (100.0%) 2 1 3 (316) 50 %
Table 8 Overall clinical efficacy of 6315-S in complicated UTI
Pyuria Efficacy on
Cleared Decreased Unchanged A
Bacteriuria Bacteriuria
Eliminated z] 0 0 2 (33.3%)
Decreased 0 0 0 0( 0%)
Replaced 1 0 1 2 (33.3%)
Unchanged 0 0 2 2 (33.3%)
Efficacy on Case total
. 3 (50. 0 (0% 3 (50.
B (50.0%) (0%) (50.0%) )
@ Excellent 2/6 (33.3%) Overall effectiveness rate
[ ] Moderate 1/6 (16.7%) 36 (50.0%)
[ Poor 3/6 (50.0%)

Table 9 Bacteriological response to 6315—S in complicated UTI

Isolates No. of strains Eradicated (%) Persisted* Strains appearing
after weatment
E. coli 3 3 (100.0 %)
P. aeruginosa 2 0 (0 %) 2 2
K. pneumoniae 1 1 (100.0 %) ’
S. marcescens 1 1 (100.0 %)
X. maltophilia 1 1 (100.0 %)
Enterobacter sp 1 1 (100.0 %)
E, faecalis 1 1 (100.0%)
Total 10 8  (80.0%) 2 2

* Persisted:

regardless of bacterial count
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6315-S (FLOMOXEF) IN UROLOGY

Keist1 OkADA, NoBoRU NAKAJIMA, HIDESHI MIYAKITA,
TosuiFuMi KawasHiMA, KAzuaKkl NisnizawA, YosHIHIRO NAGATA,
You1 Karsuoka, Hipeciiika KinosHiTA, NoBuo KawAMURA
and MAsaAki OHKOSI
Department of Urology, Tokai University, School of Medicine

Ryuiciiro Moricucint and Tsuyosii YAMAKOSHI
Department of Urology, Nerima General Hospital

As a basic study on 6315—-S (flomoxef), a newly developed antibiotic, bacteriological evalu-
ation, absorption and excretion tests were performed in 4 healthy volunteers and in 8 pa-
tients with chronic complicated urinary tract infection to clarify its efficacy and safety.

Its antibacterial activity was compared with that of, latamoxef (LMOX), cefotiam (CTM)
and cefamandole (CMD) by measuring MIC’s. 6315—S proved excellent against E. coli, K.
pneumoniae, P. mirabilis and S. marcescens. Compared with LMOX, it was equally effective
against S. marcescens, superior against indole—positive Proteus, and about three times as
effective as LMOX against S. aureus.

In an absorption and excretion study, 6315—S in a dose of 0.5g was administered to four
healthy volunteers by i.v. drip infusion for 30 min and for 1h by the cross—over method.
Peak serum concentrations were 28.8 and 19.6 zg/ml with half-lives of 0.73 and 1.26 h,
respectively. Urinary excretion ratios during 8h were 82.5 and 84.8%, respectively.

"Clinical efficacy was evaluated by treating 6 patients with chronic complicated urinary tract
infection, 1 patient with acute epididymitis and 1| with prostatitis. Administration was 1g by
i.v. drip infusion, twice daily for 5~6 days. Efficacy against chronic complicated urinary
tract infections (UTI) was evaluated in 6 patients according to the “Criteria of the UTI
Committee"”.

The results were : excellent in 2, good in | and poor in 3, with an overall efficacy rate
of 50% (In 2 other patients, as diagnosed by the attendant physicians, results were good 1,
and poor 1).

Bacteriologically, 10 strains were isolated from the above 6 patients of which 8 strains
were eradicated, but 2 strains of P. aeruginosa remained and 2 other strains of P. aeru-
ginosa replaced other bacteria.

Although no specific side—effects were recognized, a rise in GPT levels was noted in 2
patients and leukopenia in 1 owing to changes in clinical examination levels.

Because of the small number of cases treated, it may be too early to define the safety and
efficacy of 6315—S. Nevertheless, we conclude that this drug is useful for the treatment of
chronic and complicated UTI and as a prophylaxis.



