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Table 1

6315—8 levels in cerebrospinal fluid

Case
No.

age sex Diagnosis

Concentration of cerebrospinal fluid

vor 0.5H 1H 2H 4H 6H

cerebrospinal anearysm

0 0.22 | 0.55 | 0.79 1,21

cerebrospinal rhinorrhea

0 0.17 | 0.22 | 0.51 0.69

cerebral anearysm

0 0.22 | 0.28 | 0.43 0.48

cerebrospinal rhinorrhea

0.8 0.40 | 0.62 | 0.78 0.65
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cerebral anearysm
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0.77 | 0.97 | 0.91 1.02 0.71

mean + S.D.

0.19 0.40 | 0.52 0.71 0.75
0 % % t t t
0.33 0.33 | 0.28 0.24 0.27

Fig.1 6315-S levels in cerebrospinal fluid
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ERISRET, 7z ARBEKMMEED S BEAN
BiT+ 21EE 2, #IRAIC bolus injection L7 54}
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T%#4 5 & (Table 2), #H—t#{{d Cephaloridine
(CER) izBL T, HETHIEL | ~2gBiEHH WV
BHERTAORMBANOREBEIX, +XTHRO0.31
~0.58 zg/ml OFWHERICE SN,

Cephalothin (CET) 2 g %#iE L 7-ZH 8 fI i3,
4 FII2 L MEBTREONT, D4 FOBRSEE L

0.1~0.42 ug/ml CH 71",

Cefazolin (CEZ) o#f7i2, 10mg/kg 2B L1
4 B4 RTH, BEANTO.4 g/ml DRETH-1:&
BWS® 3FE~TWS, 1, Cephapirin (CEPR)
IK2W\WTiR, 2gDRABMETO.75 vg/ml OREH
Aol DREND B,

E-HROEL I LRICHALT, HASYE2gD
Cefmetazole (CMZ) i T 1.12 pg/ml & HENE
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0~0.27 ug/ml L AT LH CTM OHBARBITIER
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7z ARERIOFTREIFTHD, i, K5HT
TICREABITMNED 5h, CER, CEZ, CZX &&b
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#T B ENTTRERIRER L EX B,
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Staphylococcus aureus, Staphylococcus epiders:
midis, Streptococcus viridans, Enterococcus
faecalis 2 &D Y 5 LBYIRE, XU, Escherichia
coli, Klebsiella, Pseudomonas, Proteus, B W
408§ - Pseudomonas PIAND Y5 LRRMEEEEED ST

LEEHETHE2 5 12710

7 x ARERDEL L Cﬁﬁﬁ xh 3 LUET ok R %

DERBDE X S. aureus TH -1,
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Table 2 Transfer of cephems into cerebrospinal fluid in men
without intracranial infection

Antibioticus Author No. of Maximum concentration Dosage method
of cerebrospinal fluid

First jeneration
CER Nakamura et al. 7 0.31 ~ 0.58 2g/IvD, IM
CET Nakamura et al. 8 0 ~ 042 2g/1V
CEZ Ishiyama et al. 4 0.4 10mg/kg/IV
CEPR Ishikura et al. 1 0.75 2g/IVD
Second

jeneration
CMZ Ishikura et al. 1 1.12 2g/IV
C™ Tokuriki et al. 4 0 ~0.29 1g/1IV
Third

jeneration
CzZX Ito et al. 17 0.10 ~ 2.35 1~ 2g/IVD
6315—S Kanda et al. 5 0.48 ~ 1.21 1g/IV

E—-tHRDE 7  LRIEFDBBICLD S. aureus
KEAMERMERIRD LN B—HROET7L%
RERICH L THBMNE W MIC 277 75 LBHEP
S. epidermidis, S. viridans & 5\ E. faecalis
BEDYS LBUEREN &Ic L kKM L T
1200,

. ChoORREICH LT, BEAFHREITIEBBEFMIFIC
T EEEPERR= V) JBEISH BVt T 2 LRI
ERIDA - -3t A AWV S C Lic & » THkMER DR
EERBLIEBEIITES, LHL, ROAEEANICHA
T3V + v bFRTIE, RERDO2EBREICLEFHY
REMBFEH I BBV, BHiC, Vv v PFRRTIIEERK
DEEE CH 3 S. epidermidis %, Klebsiella,
Pseudomonas 13 Fic L BB H LN T,
RERZFHICRS LICEE, ChoniEREO MIC
2LEbsBENRBARICBONE I LNEEN S,

FHS'YIC L 3 6315-So&MFICKd 5 MIC %
invitro ¢4 1: 84Tk (Table 3), S. aureus, S.
epidermidis 128D 75 LIBMIREX, E. coli, Kleb-
siella, Proteus I3 & DY 5 LERME O MIC 3 0.75
pug/ml PUTFTCH5, Lichi-T, 6315-S o245
K&-T, LIEMEICK 2R % TR TE 5006
HidbaLVWAiz, LMLKEMNS, Pseudomonas
E. faecalis it & 2 H%MBRDOTHIIBLALHHT
&Y, 2, /5 LRUBEOEL 245D 2BAMER -
Pseudomonas LIND 7 5 LEEHIREIC & 2 RETFH
BRI TR, SEHORNVLETHBLEEL B,

Bbhic, 6315-S RERIEICEGNTEV 1-IE TR

Table 3 Antibacterical spectra of

6315-S in vitro

Organism 6315—S
S.aureus FDA 209P JC-1 0.2
S. aureus ATCC 25923 0.2
S. aureus C—14 (amp—R) 0.4
S. aureus 3131 (meth-—R) 1.6
S. epidermidis ATCC 14990 0.4
S. pyogenes C-203 0.4
S. pneumoniage Type 1 0.1
E. faecalis 100 >
E. coli NIHJ JC-2 0.1
E. coli ATCC 25922 0.1
E.coli 73 0.1
K. pneumoniae SRL—1 0.05
Klebsiella sp. 363 (amp—R) 0.05
P. mirabilis PR—4 0.2
P. vulgaris CN—-329 0.4
P, rettgeri IFO 3850 0.1
P. morganiiIFO 3848 0.4
E. cloacae 333 12.5
C. freundii 1FO 12681 0.4
S. marcescens ATCC 13880 0.8
A, faecalis NCTC 655 0.1
P. aeruginosa ATCC 25619 >100
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6315-S (FLOMOXEF) : PENETRATION INTO CEREBROSPINAL FLUID
AND PREVENTION OF POSTOPERATIVE MENINGITIS

Ryuicnr Kanpa
Division of Neurosurgery, Tokyo Senbai Hospital

Norio NAKAMURA and SHIGEYUK! MURAKAMI
Department of Cranial Neurosurgery, Jikei University School of Medicine

Incidence of infection following cranial neurosurgery is 3-69%, and meningitis accounts for
30—60% of these infections. The development of postoperative meningitis not only makes
treatment of the underlying disease difficult but may itself be life—threatening. Thus there is
a need for an antibiotic that reliably prevents postoperative meningitis.

We examined distribution in cerebrospinal fluid (CSF) of the new oxacephem antibiotic
6315—S (flomoxef), which is reported to have good activity against Gram-—positive cocci and
also many Gram-—negative bacilli.

" The CSF—concentration of 6315—S was measured after i.v. single—dose injection of 1g in
three patients with cerebral aneurysm and two patients with CSF rhinorrhea. Maximum
CSi*—levels of 0.84+0.29ug/ml were detected 4 — 6h after administration, indicating a satis-
factory distribution of 6315—S in CSF relative to other antibiotics.

" Based on the minimum inhibitory concentration (MIC) of 6315—S for each of the bacteria
tested and its distribution in CSF, we believe that the incidence of meningitis due to S.
epidermidis, Klebsiella and Proteus following cranial neurosurgery could be decreased by
i.v. administration of 6315—S.



