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Fig.1 Chemical structure of 6315-S
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Fig.2 MIC distribution of 6315-8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against S. aureus 53 strains
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Fig.3 MIC distribution of 6315-8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against E, faecalis 53 strains
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Fig.4 MIC distribution of 6315-S, latamoxef
. .cefotetan, cefmenoxime.and cefbuperazone

against E. coli 52 strains
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Fig.5 MIC distribution of 6315—S, latamoxef
cefotetan, cefmenoxime and cefbuperazone

against C. freundii 54 strains
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Fig.6 MIC diatribution of 6316-8, latamoxef

cefotetan, cefmenoxime and cefbuperazone
against K. pneumoniae 54 strains
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Fig.7 MIC distribution of 6315-S, latamoxef

cefotetan, cefmenoxime and cefbuperazone
against K. oxytoca 53 strains
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Fig.8 MIC distribution of 6315-S, latamoxef Fig.10 MIC distribution of 63158, latamoxef
cefotetan, cefmenoxime and cefbuperazone cefotetan, cefmenoxime and cefbuperazone
against E. aerogenes 54 strains against E. agglomerans 27 strains
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Fig.9 MIC distribution of 6315—S, latamoxef Fig.11 MIC distribution of 6315—S, latamoxef
cefotetan, cefmenoxime and cefbuperazone cefotetan, cefmenoxime and cefbuperazone
against E. cloacae 54 strains against S. marcescens 54 strains
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Fig.12 MIC distribution of 6315-S, latamoxef
_..cefotetan, cefmenoxime and cefbuperazone
against P. mirabilis 54 strains

100 o

Fig.14 MIC distribution of 6316-8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against P. stuartii 25 strains
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Fig.13 MIC distribution of 6315-S, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against P. vulgaris 54 strains

Fig.15 MIC distribution of 6315-S, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against P. rettgeri 27 strains
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Fig.16 MIC distribution of 6315-8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against M. morganii 52 strains
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Fig.17 MIC distribution of 6315-8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against P. aeruginosa 54 strains

Fig.18 MIC distribution of 6315~8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against X. maltophilia 27 sirains
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Fig.19 MIC distribution of 6315-8, latamoxef
cefotetan, cef menoxime and cefbuperazone
against P. putida 27 strains
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Fig.20

100

MIC distribution of 6315—S, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against A. calcoaceticus 54 strains

Fig.22 MIC distribution of 6315-8, latamoxef
cefotetan, cefmenoxime and cefbuperazone
against B. fragilis 31 strains
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Table | Serum and sputum levels of 6315-8 after
intravenous drip infusion for one hour
Serum level (ug/m)
Case Age weight Time (brs)
N Neme o) ) | 0 1 2 4 3
Case 8 T.K. 64 46 86.0 120 638 2.0 045
Case 4 S.N. 61 56 290 160 5.2 1.5 0.56
Case 5 T.O. 79 65 49.0 180 12 2.4 092
Sputum level (ug/ml)
Case Name Age weight Time (hrs)
No (y.o) O |-1~0 o0~1 1~2 24 4~6
8 T.K. 84 45 —s 017 014 016 010
4 S.N. 61 68 - 018 025 025 020
] T.0. 79 56 0.10 019 0387 089 037
¥ — ! no sputa expectrated
Table 2 Clinical effect of 6315—S on respiratory tract infection
N Name Clinical ~ Dosis (g) Bacteria in Lab.data Chest e Side
- tall s ponse
Age,Sex|  diagnosis do::z Days ::si.s sputum WBC | CBRP | ES.R| X-ray effect
K.N Normal flora [10630]| 6 (+)| 86
1 Pneumonia 2 7 | 14 ! Unchanged| (—) =)
81, M Normal flora [12640| 4 (+)]| 100
M. 1 Broncho- Normal flora 7100| 2 (+)| 26 |Slightly )
2 2 7 14 ! (4) )
67, M Pneumonia Normal floras 5420 (=) 7 | improved
T.K chronic Normal flora | 6300| 2 (+)| 12 |Slightly
3 2 6 12 ! (+) )
64, M | bronchitis Normal flora | 6000f 1 (+){ 11 | improved
S.N [Pul.emphysema S. pneumoniae (#)| 7800| 2 (+)] 28 |Slightly
4 + 2 7 14 il (#) (=)
61, M| infection Normal flora | 6200 (-) 19 | improved
T.O chronic Normal flora 7500| 2 (+) 28
5 2| 7|14 ! Unchanged| (+) =)
79, M| bronchitis Normal flora | 6600f 1 (+)| 12

D7 L LFIEE UL ENIFHL, P. aeruginosa i
(5B 54 $k4~T> 100 g/ml i3 L7,

BRI EDH> L, ROBREELLIEENEV B.
fragilis =% LT, 6315-S i3 LMOX & RH D\ i
BEHEbDb, it 7724 L VEREMEAOREN &
D HBN TV,

A¥loMbmE 2, LMOX oz hick#kd 3 &EWD
EECHD?, ¥RELEEFLIARIATVWEE=
€7 = LRREYEO LRI T, EWHKET S &

(Medical College Oits) "'~

HITHBY,
BWEADBTRE bMHBMEE S LA T 2700, 3H
CEIE LR T TR RED | XU TOBTRE
THoto BE~OHTRER, FREKBORE ¥
EtR, EHOBARAME Biskl, pHBECH
LA ST BMY, AROEE~DOBITRER, £7 =
LEHEMBED > BEVWHICBT 2 bDEEL NS
MRIR SSREE 5 Blicxtd 5 AR 1 B 2 g QABRER
L AEEARE, BHULOMIE 2 B (EYE 0%)
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Table 3 Laboratory findings before and after administration of 6315-S
RBC | Hb | PL [ Eosin | GOT | GPT | ALP | BUN [ Creat | LAP [r-GTP
No (10%am| (g/d) [(104am| (%) | (1.U)| (1.1 |(1.U/L) (/) | g/
1 Before| 380 120 24.1 2.6 26 11 241 8.0 0.9 56 87
After | 8385 11.6 218 6.8 28 18 225 7.0 0.9 51 40
9 Before| 559 181 182 6.2 24 14 119 16.0 1.2 42 17
After| 538 16.2 15.2 4.1 88 29 128 180 1.2 49 27
3 Before| 4838 158 154 0 26 16 114 122 1.1 48 22
After | 489 158 210 2 21 16 122 144 1.0 46 18
4 Before| 555 174 156 0 21 19 —¥ 1119 1.2 -_ —_—
After | 524 168 288 2 29 26 —_ 1638 1.1 — —
5 Before| 300 118 207 3 21 18 — 174 1.8 -—_ -
After | 382 12.6 282 1 26 17 — 18.0 1.1 —_ —
% Not tested (Medical College of Oita)
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42 (3) : 502~508, 1984
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LABORATORY AND CLINICAL STUDY
ON 6315-S (FLOMOXEF) AND ITS EVALUATION
IN RESPIRATORY INFECTIONS

Masaru Nasu, JunN: Goro, YouichHirou Goro, TaAkAvosHl TAsHiro,
Hrrosui YAMASAKI, Yostiinosu KuropA, TAKAsHI Iroga,
Hirosut Mivako*, Keiko Kakicawa*, Koictit SUGAWARA® and Mownio Ito*
Second Department of Internal Medicine and Clinical Laboratory .
Medical College of Oita

A study on a new oxacephem antibiotic, 6315-8 (flomoxef) was performed evaluating
antibacterial activity, human blood and sputum concentrations, and clinical efficacy in respi-
ratory infections.

1) Antibacterial activity : minimum inhibitory concentrations (MIC’s) were measured for 940
isolates (106 strains of Gram-—positive cocci, 614 of Enterobacteriaceae, 189 of glucose non-
fermentative Gram-—negative rods and 31 of Bacteroides fragilis) using the method recom-
mended by the Japanese Association of Chemotherapy (with inoculation of 10°cells/ml).
Simultaneously, latamoxef, cefotetan, cefbuperazone and cefmenoxime were subjected to the
test as reference compounds. 6315—-S exhibited exiremely strong activity against S. aureus,
K. pneumoniae, K. oxytoca, E. coli, and B. fragilis, but weak activity against P. aeruginosa.
Against other species, 6315—S ranked average among the drugs tested. v

2) Blood and sputum concentrations : both blood and sputum concentrations were measured
in 3 patients with respiratory infections, who were given 1g i.v. infusions of 6315-8 over’
1 h. Peak blood levels achieved at completion of the infusion ranged from 29 — 49 ug/ml,
then gradually decreased to levels between 0.5 —0.9uzg/ml after 6 h. Sputum concentrahons'
ranged from 0.2—-0.4ug/ml, or 0.5~0.9% of the peak blood concentration. Wt

3) Clinical efficacy : five patients (2 with chronic bronchitis and 3 with either bacterial
pneumonia, bronchopneumonia, or chronic pulmonary emphysema complicated by respiratory
tract infection) were given 2g daily in 2 divided doses by i.v. infusion over 6 —7 days.
Clinical efficacy was judged as effective in 2 patients, fair in 2 patients and poor in 1
patient. No adverse reactions were observed in subjective and objective findings or labora-
tory tests.



