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Table 2 Blood concentrations and urinary concentrations
Blood concentrations (uglml) Urinary | BUN
Case |Patient | Age| Sex | Dosage| Method excretio
0 {12 | 1 [15]20]30(50]60( (% |(mgd)
IVD 36.8%
1 |S. Y. |69|F | 05g | (30m.) | 0 [28.2 41 | 2.47 1.52] 0.50 (0—6h.) | 15
IVD 51.3%
2 |T.E [74|M | 05g | (30m.) | 0 [328 228 | 85| 6.0 | 2.70 (0—6h.) | 20
1IVD 56.5%
3 |N.o|53|M| 1.0 | (30m) | 0 [59.2 41,6 [32.4 [13.6 | 6.65 (0—6h.) | 34
IVD 58.8%
4 |M. s [72|F | 1.0g | (30m.) | 0 |77.0 21.4 |17.8 | 5.90| 1.71 (0-6h)| 12
IVD 66.3%
5 | T o |[29{M]| 1.0g | (30m,) | 0 |81.0 178 | 8.7 | 40 | 1.2 (0—6h.) | 15
6 H. K.| 34| F 1.0g LV. 0 55.0 |19.9 9.40| 1.99]| 0.42 16
71.7%
7 |K.T.|49{M | 108 LVv. | 0 |11.8] 6.70 4.80| 1.07( 0.36 (0—6h) | 21
Table 3 Pharmacokinetic parameters of 6315—S in verious UTI patients
Patient | Kya_ (K21 | Ko [ Ve Vss a B T% | T% |Cltor| AUC
hr he!'| mel| L L hr hr | (@he | (B) he |ml/min|pg-he/m!
0.5¢/0.5hr | S. Y. | 0.682] 0.549| 1.791}10.32 |23.14 2.651 | 0.371] 0.260{ 1.870| 308.0{ 27.10
IVD | T. E. | 0.005| 4.911( 0.646|12.84 |12.85 4917 0.645| 0.140| 1.070| 138.0| 60.30
1.0g/0.5hr | N. O.| 0.133}51.11 0.478|14.53 |14.57 |51.24 0.477| 0.010| 1.450|116.0 144.0
IVD | M. S.| 5.349| 3.408 | 2.287| 4.810(12.42 |10.34 0.754| 0.070| 0.920| 183.0 | 90.90
T. O.| 0.250| 0.374| 1.397| 8.450(14.10 1.717 | 0.304| 0.400| 2.280} 197.0 | 84.70
1.0g IV H. K.| 1.462| 1.762| 3.408| 2.440| 4.470| 5.550] 1.082| 0.130| 0.640| 139.0 120.3
K. T.| 1.763]| 0.845| 1.255]22.66 |69.94 3.566 | 0.297| 0.190| 2.330{ 474.0( 35.20

AR SRR T HRERE RABEEAREZTEV,
ElEF IR, BEM, R, BRRBIEDHEKEKDOH
BETE -1,

EHOHRHER UTI BHFMEELB IR -
THEHEV, ZoficE 2EREROKE LMSKL TE
HBERICL BHE BT 12,

I. B 5
1. BRIk L Ukt (Table 2, 3, Fig.2~8)
6315-S DIMHHBEE I}, FBIEE TS ABKTRO
WHESr OB, UKME L7z, ORGP RE
3, 1.0 g MRS 0.5 g AAIHER LD 1.8~2.9

&% ¢, AUC (Area under the curve) i3 1.0 g &5
BN05 gk EHOVWThEID bAKEVWEERLR,
1.0 g one shot BB T SEEN O MRS
BeaLELoNBH, BE2MKEITTIRLOENR
WHEREPOALERIZHT, IHKMLUBTIVIN
bEAMPERLVEMETRLI,

B5% 6 BRI O RBR Pkt R, 0.5 g ARMMER
D501 FERVT, DT RTOHELULTH >
R K one shot BFEHD T1.7% Tdh -7 BUN 3
mg/dl tBEEOFREBETERLA 1 PlicovT il
LDEZBDUMN T,
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Serum concentration (ug/ml)

(ug/ml)

Serum concentration

Fig.2 Serum concentrations of 6315-S
after intravenous drip infusion
of 0.5 g/0.5 hr (Case : S. Y.)
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Fig.3 Serum concentrations of 6315-S
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Fig.4 Serum concentrations of 6315-8
after intravenous drip infusion
of 1.0 g/0.5 hr (Case : N. O.)
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Fig.5 Serum concentrations of 6315-S
after intravenous drip infusion
of 1.0 g/0.5 hr (Case : M. S.)
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Serum concentration (ug/ml)

Serum concentration (yug/ml)

Fig.8 Serum concentrations of 6315—8 Pig.8 Serum concentrations of 6315-8
after intravenous drip infusion after intravenous injection
of 1.0 g/0.5 hr (Case : T. 0.) of 1.0 g (Case : K. T.)
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Fig.7 Serum concentrations of 6315-S UTI Y FHEBE icBETEBRNYBHEDT L
after intravenous injection »% Table 4 iR U7, F%h44%, B2 33%, 2 22
of 1.0 g (Case : H. K.) %T. RAEYE (FH+EW) 3B TH o1z, UTI

BBt R TableSicilics b0 T, HHS
ROAPTRIRTEBULTH > 1o, RABRSH
I 2 IS T h, RABREMNDSTORET
HRIL 60% TH 70

BEFHYHREDE &% Table 6 oL, 9
150} 2PN SREBENRES N, HEFHIICRESNK 10
B 165kD > b 13tk RS h, REBIBLETH-
tzo P. aeruginosa 2 i3k LISh-1eht, S 74
100 BB 2 EORBEIL 100% TH - 1o
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5, PIhEREYESE UTI MBI KEREDH -T2

200
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Table 4 Overall clinical efficacy of 6315-S in complicated UTI
0.5~1g x 2/day, 5day treatment
Pyuria
Cleared Decreased Unchanged Bfficacy on
Bacteriuria bacteriuria
Eliminated 4 0 ] 4 (44%)
Decreased 0 1 0 1 (11%)
Replaced 1 1 2 4 (44%)
Unchanged 0 0 0 0 ( 0%)
Efficacy on Pyuria 5 (56%) 2 (22%) 2 (22%) 9 Patient total
l Excellent 4 (44%)
Overall effectiveness rate
Moderate 3 (33%)
- 7% (78%)
I Poor 2 (22%)

Table 5 Overall clinical efficacy of 6315—S classified
by the type of infection

Group No. of Excellent Moderate Poor Overall effective-
Patients ness rate

1st group | 1 ( 11%) 0 1 0 (1/1) 100%
2nd group | 0 ( 0%) 0 0 0 (0/0) 0%
.. Monomicrobial | 3rd group 1 ( 11%) 1 0 0 (1/1) 100%
infection 4th group | 2 ( 22%) 2 0 0 (2/2) 100%
Sub total 4 ( 44%) 3 1 0 (4/4) 100%
Polymicrobial 5th group 2 ( 22%) 0 2 0 (2/2) 100%
infection 6th group 3 ( 33%) 1 0 2 (1/3) 33%
Sub total 5 ( 67%) 1 2 2 (3/5) 60%
Total 9 (100%) 4 3 2 (719) 78%

A¥4¥ 72 LBEBEETAAF Y €T 2 ARIENHE
THd, LMOX R B/, 75 LRSS

RRNIHERINTVWARTHBEVI Y,

SEOMEFHRF TR, BEFICOBRESNAY
TLMKEE e BT RTREINTED, 77 LHBNHHE
DHIBL TIIRER 100% DEERTH - ko RIS
RIS LBERIcH T A REALNMET REDLDOTH S

ENETIF SN,
75 LIBHEICBL T, BREAICORERIE S v 9 Bk

i1 P. aeruginosa 2 kLIS Serracia marcescens,

Proteus mirabilis #* SC T+ XRTHBRE I i,
P. aeruginosa iz L Tz LMOX Bt E 33 <
BnVwHDEBEbn s,

UTI EMFMER 1E OV AWM MRS RRELE I
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Table 8 Bacteriological response on clinical isolated with
6315-S in complicated U.T.I.

Isolates No. of Bradicated Persisted * Strains appearing
strains (%) after treatment
E. faecalis 0 0(0) 0 1
S. viridans 1 1 (100) 0 1
GPC S. epidermidis 2 2 (100) 0
Enterococcus sp. 2 2 (100) 0
Micrococcus sp. 1 1 (100) 0
P. aeruginosa 2 (0) 2 1
S. marcescens 2 (100) 0 1
(Serratia sp. )
P. mirabilis 3 3 (100) 0
GNB E. cloacae 0 0(0) 0 1
A. calcoaceticus 0 0(0) 0 1
E. coli 1 1 (100) 0
K. pneumoniae 1 1 (100) 0
C. albicans 1 0(0) 1 1
Total 16 13 ( 81) 3

* Persisted :

WM AHRHUETIE, REBYER B LEBHTHL,
LbEDH 44% &, WMHERIEREE IS 5 HE
ELTRBRIREHERTH 1

6315-S DIRIY - HEiMticBIL TId, T TITHBEMIEIC
L AR AMPBEDTEEIX1.0g/hr Tid 45.2 ug/ml,
0.5g/2hrs Tl 11.6 pg/ml L|EIhTWVWEY,
F - ¥ B0 B —phase (1 1.0 g/hr T2 51. 6 min,
0.5g/2hrs Ci350.8min EHEINTWEY, Lm
L. 4 ED#K:Tid 1.0g/0.5hr, 0.5g/0. 5hr & &4
EF0BVIRH 54, BhRBEANTREICNSHRE L
DHEL (Table2), FHMPFRYMEIEREST 2HH
ME SN (Tabled), ERFICBEOHRIEETS
NEFNhTIEVWE DD (Table2, case No. 3), #
OEBEELOBFRREDONT, XRMOEEDFRIZ
BHOoMNTREN - T

F7:, 1.0g one shot #iX#D g —phase DI
B2 44. 2 min & LMOX iclHLTHhEDEWE LD
hTwa?, M0 2FEHF T 1 Flid 38. 4 min, flid
139. 8 min LHHEICKEXLENH D, 0 D%OMPHR
BHATEE 55 veg/ml, %EFIX11.8 pg/ml LEMNK
SNt BMETIZ1.0g one shot #ix 30 Kk
BEEZ3IZ50 peg/ml FiETHOP, ThERT 3
LHIZEOMPREDHBIRYL LT bDEEL OIS, L
MLEEDENICAL TR, BiFEOHEBAHES S

regardless of bacterial count

ER>TEEMh-T,

HAEBEBOAT, 1.0g &L 0.5 g TRAMPRES
LU AUC i2WTHRT 5L, WFhb 1.0 g
0.5 gL VBSOS E@EERLIZC &M D, dose-
response WHEAET I LEEZA o5,

6 B0 RIRRPHIMBICOVWTR A L, 1 HEKRE
2R 0% LLET, 6PDFEEIL56.9% TH -7 B
Lickhif.oneshot BETHLAHEBE T LRGN
D 5 BRI 13 80% Rl gk AR IC P & . 12 BSRE
ICI2 80— 0% APkt Eh s+ 0wH5¥. LAL, 4ED
BEATRVTN G 0% %2 TED, RPBINEVWIL
ARUAATH LI TELN -1, TOMOPVTIREHK
IoicRFTEETELEDbNS,

LIl AFIORIN &Pt s & CERIRT A ER L
N, EREOLERIFT LD b, P. aeruginosa B D
75 LIEHREIC & 2O RMHERERREC LT,
ARIEHT, LHbEL2LEHDLHE @d‘)ﬂ 5%
DBMRANRFEN S, ‘
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Chemotherapy 34, No5 408~441, May 1986
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Y. KANEKO & S. KUWAHARA : 6315-S,
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A novel oxacephem for parenteral :Bac- YOSHIDA & K .UCHIDA : Pharmacoki-
-teriological in vitro and in vivo study. netics and safety of 6315—S in normal
24th ICAAC, Abst. 201, 1984 volunteers. 24th ICAAC, Abst. 189, 19084

3) YASUNAGA, K. ; H. YAMADA, T.

6315-S (FLOMOXEF) IN COMPLICATED URINARY TRACT
INFECTION AND ITS ABSORPTION AND EXCRETION

Masanosu Mivata, Naoro INnacaki, Hirosii Hasinimoro,
Sonel TokUNAKA, Fumii INADA and Sunao YAcCiHIKU
Department of Urology, Asahikawa Medical College
(Director : Prof. S. YACIIKU)

A new injectable oxacephem antibiotic, 6315—S, was studied for its clinical efficacy in
complicated urinary tract infections and for its absorption and excretion.

For clinical evaluation, 6315—S was administered to twelve patients with various urological
complications. Seven had upper urinary tract infections, and the others had lower. 0.5 gram
intravenous drip infusions were administered to two patients, 1,0g intravenous drip infusions
to seven, and 1.0 g single—dose intravenous injections to three. The drug was administered
b.i.d. for five or seven days.

According to the criteria for clinical evaluation in UTI, nine cases were fit for the criteria.
Four of them were evaluated as excellent, three as moderate and two as poor. The overall
effectiveness rate was 78%. All of six strains of GPC and seven strains of GNB except for
P. aeruginosa were disappeared, and the disappearance rate of the urinary bacteria was 86.7
%.

Absorption and excretion were studied in 7 patients with complicated urinary tract
infection. 0.5g/0.5h i.v. drip infusions were administered to 2 patients, 1.0g/0.5h i.v. drip
infusions to 3 and 1.0g single—dose i.v. injections to 2. Blood concentrations of 6315—-S
were measured every 30 or 60 min for 5h after the administration. In 6 patients, urinary
recovery of 6315—S for 6h after administration was measured.

With the drip infusion, blood concentration of 6315—-S reached maximum level at the end
‘of the infusion and then decreased. Both maximum blood concentration and the AUC were
~higher in the patients administered 1.0 g than in those administered 0.5g of 6315-S. It
was demonstrated that a dose—response relationship exists. Serum half-lives ( 8 —phase)
tended to be prolonged. Urinary recovery of 6315—S was 50-80% in 5 patients and below
50% in one.



