VOL. 35 S—1

CHEMOTHERAPY 153

6315—S (Flomoxef) DR H#1TICBT 2 ERMAR

BEER - KATESE - LAWK - RAE—
AL R TR B/ N R R
N

AT EMENKY
0 AL R T AR B/ N R

# oxacephem % 6315—S (Flomoxef) ic>\WT, S. aureus MR AR K iC 1+ 5 &K 100 mg/
kg one shot M R OMEPBITERN L, ERIZENEFNEFIFO>ORBEEAVT 2ERML

o

RibBEOY - 2713, 6TEYT, 2EE L0 NcHD, E1E H2EEROME, £h
€1 6,0710.44, 3.33+0.40 zg/m], B MR MM E D 1,81, 1.52%, s T E kM
M E SR, 1METT271, 2.80%, 28ME TT3.92, 4.65%, 3HMETT4L.61,

5.96%, FRANIBAMMALLI2 2.60, 4.44 THH- 1o

- 2EEOEROMS, KPR, HOMCE | BIRROBRMRL D BETH -1, BITHE
KBEWTHHEERMICERZEISSNT, FRORRICHIT ZRMEAPHITIE, B-lactam K&

WHIKET S EER oNT,

LOLAFOMBES EDREGRIZ, FRETRE PO 2ELERBVEV S RERENSE20, A
BBV TREDE OB FRENBONSEHEME bBEIITEL, L oht-> TR R I
THRAADTEDHTEICI, I SKBEARATARICEY 2RNETRELMEL, TORMESR

BT B ENMETH S,

6315—-S (Flomoxef : FMOX) (35 HFHHF R Ic
BOVWTHR I WA HixH A oxacephem HT, 8-
lactamase i & b ¥ TKE CdH 0, Enterococcus
faecalis, Pseudomonas aeruginosa % { £
BcHENEE L, RESSERICE W' ™", HicE
=18 cephem K| D§F S Td 5 Staphylococcus i<
BiF i EH %R L, Methicillin % 7z (3 Cefazolin
MEKICOORVIERAT OB TH B2, KA
volunteer it 5 1 gE/id 2 g | By M SR E
KTHOMbREIENEN 45.2, 89 pg/ml, MM
12 50 AFE T, Rzl 12 B & T2 80~90% %8k
ttahr?,

E={ cephem FOBHFic L ->T, {LREE
RO(LERERIELLRLINALDY A, ZOFRO—
213 Staphylococcus iz > 1o HRDRIRKITH 5
Methicillin i3 ARZEE5 %442 L EREOBBRAE L,
KE T2 Nafcillin AR IATWE? 4 KBTIk
HREh TV, £ 7= Staphylococcus 13X i ik
ey NRBROERKET'Y, NELSON' " (3% D{L¥EHE
& LT Vancomycin i34 4l & 4 3 EABEN L W

ELTOWAN, K TIIARET TH S, LHb Nafcillin,
Vancomycin 2B LTH, £DOYHRILTLL+S
TR, BERICLRIEL S b, Staphylococcus
BRAEDLERERIETEHILINTVE LRBVWALVRR
TH5,

Ledi-T, AHOMBEFBITORBITIZRVICAG
NREENBEZATHIDT, EBRM S. aureus Bk
REREBFOTRM L,

1. HEELUHEK

#E2keg BiROHABRAMEREREZR W S. aureus
PRGN EEIER' P DLEEDTH B,

Z#%] 100 mg/kg % 1 [ one shot i L, 28
TRI5HTLIC8E, L% TLic2@, 3T
TICH 10 B, Wik &R L AKX REEAE, 38
M B OB RBU., BRAR L CHELEEE LI

HRIFECTF>EBAWT 20 To1 7275 L 2E
BoOERTIE, #WiEk1055 (TEIE) ORBEERE L.

AFKIBMEAEICIS, Escherichia coli 7437 ¥ARE
@& 9% paperdisc AW, HEAKEHIE Try-



MAY 1987

CHEMOTHERAPY

154

10112 pispuBlS : ‘TS o

610 ¥| 810 ¥| 060 ¥| 660 F| 9¥0 F| SPO ¥ | SS90 F¥| 950 ¥| #»0 ¥| 890 ¥ dSD
Le't wi 13 x4 60't €S°€ sy 80°S €8'S Lo9 13- 34 sISTE
$90 ¥| OI'T ¥| €6T ¥| ¥S€E ¥| 096 ¥ orls Ists TelE 8°0TF ULl = wnieg uedpy
Le €98 €St P44 €8¢ 879 (44! £LT 9T 9¢E

90 $60 It 8S°[ 9l L &4 |4 Ve s'S (44 i)

61 (43 S'SI ST (113 IS 98 tel 861 ore wnig ’
0z 't sI't SOy 12 4 I's 89 $9 9'S 143 480

6S T8l 8T 9¢ [4:] LoT1 TLt [4¢4 00¢ (1113 wniag :
6I't 8t et 8'c 8 4 rs €S ) 6t 86°€ 480

€T 901 9Tl 124 9% 9L ovi 00z 09t 0se wnieg ’
¥e'l 8L'1 [A X4 44 Ve (24 09 ¥9 6S 6'S 480

134 8y €L 66 TLl (%14 v6 981 (1144 S0E wneg :
95’1 10T 86'C 9€ Le €S €S VYL $9 89 480 )
e 9s 801 Ll 87T s9 €01 oLl [4%4 S8t wnisg ‘
[43! 10C 95T 81 I'v oS 0's 8's s s L)

s viL LZA S'€ET [4 6V SL (14 €51 [3:14 wrniag -
08I oSt (174 Sor1 06 SL 09 St (11 St ‘ON

uaunoadg
UONENSIUTWIPR °A'l UE 13)JB SI)INUIN nqqey

sjiqqes ur syjrSuruewr [edood0(Aydess ayj ur 3nip ayj jo 3y/3w 0T jo

UOTJBI)STUTTIPE SNOUBABIJUI UR I33J8 §—QTEQ JO S[aAd] (JSD) PIN(j [Burdsolqarad pus wntss ayJ], ®B—[ a[qe],

~

pticase Soy Agar (pH 7.3) ©, standard {fE#4
2 1/15M #BE®®E pH 7.0 2BV, Akl

EFMRIZ 0.39ug/ml Th -1,

Table 1-a 2% 1 6], Table 1-b o 2 DO ERD

L 541

-

B 5BHRATOMYS, HKTRELLTZD

~

EXRI



185

CHEMOTHERAPY

VOL. 38 S—1

1ol pIepuElS : ‘TS o

LTO #{ ITO ¥]| €0 ¥| STO ¥| TEO ¥| 980 | €€0 ¥| ovO0 ¥| 670 ¥ 4S9
80'1 LA 65’1 ore 6¥'T 18°C £0°€E 13137 1444 +gIS 7
€10 ¥| SVO ¥| #60 ¥ | E€L'T F| €9T ¥| 6IS ¥ €0l + L XARS vies unieg ueap
880 0T €0’y 896 soT 0'6€ S'6L (41} 612

91 80'C (44 6T (1 2% ST'E e SE'E 9s't 480

8E’l Tt L't ¥6 | X4 S'SE 6S L (44 wniag !
ILo 8L0 60 122 Lt 6’1 87T 6T 96’1 480

SLo I'v '8 Ll 8'8C SSE 16 Y4 e wniag !
s8Il 1A 91 €T L'e 0t (43 S8'E 96T 480

160 w91 85T '8 s'st 6S 801 8b1 81T winag b
vL0 s8I’ €1 91 €0'C ve 9T ST ¥s'1 482

<s0 160 61 V9 L'El 1€ £8 001 91 unrsg >
L0 So'1 80'1 123 6L'1 s0'C vt v'e re d4sd

90 122 vy 14 8T (A7 oY v8 01z wnisg !
123! 96’1 1€°C IL'e Le 134 Sy 0's 1 A 480

80'1 ol e (A4 61 (34 96 [44} 09T winusg Y
08I 0s1 174 06 SL 09 44 o€ ST 'ON

uaweadg
UORENSIUTWPE A UR 13)JB $3)NUIW nqqey

$31qqBI Ul sr3uruawr [B200201Ayde)s ayj ur 3nap oyj jo Sy /8w 00T JO UOIIBIISTUTWIPB
SNOUIABIUL :ﬁ,w.._o:n S—GI€9 3O S(ead] (JSO) PIN{j [¥urdsolqesed pue wnies syj, q-] ajqe],

fro MEPREDOE— 73, 2T T3045, 3TT4H5 4,

L7,

25

¥i4{fi & standard error %

1FIT60 icdh b, FHh#i T2 30 5T 6.0710.44

%1 EIRRTIE, NPREDE— 7 308K 15

Beho,

peg/ml, LIg@H41{ET L, 1 85/ 5.08+0.65 ug/ml,

ity 336+17.1 uwg/ml, LIEETL, 304

2B§f) 2.4310.30 pg/ml, 3B5A 1.37£0.19 pg/ml

Eliote,

226+20.8 £ g/ml, 1 B§fl] 112+15.1 pg/ml, 2 B5RY

15.3+2.93 pg/ml, 3®5M) 3.77£0.65 pg/ml Tdh -



156 CHEMOTHERAPY

MAY 1987

HW2EKBRTI, MPREDE—73Pi3h2FME
%159, P 210+31.4 pg/ml, Llik 30 2
112+12.8 pg/ml, | BN 38.0+5.10 zg/ml, 2 oMl
4.03£0.94 ug/ml, 3E§MITIZ 0.88+0.13 ug/ml &
BEFLA. MEHREDOE -2, 5TIT304% 17
TA5IcH D, EHhMTIE, 1 ERRKRERI0 T
3.33+0.40 zg/ml, DItktR4 1IET L, 1 660 2.81 %
0.36 ug/ml, 2F4M 1.501+0.23 g/ml, 3850 1.08+
0.17 ug/ml &15-7x,

®IEEREL~NT, B2EOMD, WAPREZE
bicEM-oht, REHRBO/Y - ZBLLTWE

(Fig. 1)

Table 2-a (=% 1 [B], Table 2-b 2% 2 EORKRDOE
FRICH I 2 RWIMD, WEPRE (Cmax) HLUE
oREMMLLESR, M, HEbREERNE (T
B XU % ORMMAL, 15~60 43, 15~1204), 15~180
KoM, MEHREHRTER (AUC) 5LUED
RiEMBLESREENENOTEEERL 1,

FETAH S E, F1EERTIE, Cmax B M#A
HES®IZ1.81%, AUC kA tLES$, 15~60
5, 15~120 43, 15~180 DM, 2.71, 3.92, 4.61
% THo,TY, WALtz 2.60, F2EERTIE %
neh 1.52, 2.80, 4.65, 5.96%, 4.44 THot,

FE2EERTRITSDEMNKEL, HEEFRIVWT
hoEICBVWTHEBETR Lo EDLE2ERRDA
A—Bic M BEEBANE I BLDEL, WikPRE
ERBIEHICRWERD S -7 2 &AL AUC Bk
HEHERAN 15~60 3 TxE 1B 2.71%, £2E 2.80
% &ML OMTH BDIC, 15~120 4y, 15~180 %
TRE2EDANBBEE L -LBHTHS 5. LHL
Cmax Bk M#ALEYE, 15~60, 15~120, 15~180
S0 AUC IRIMALTEARE bic, MBEMICEES
i1,

m * ®

AH|OBMEPHITHEEMD B —lactam & & KT
2% &, Penicillin G'® 5 & f Cefotetan'® X 039 ¢
hTWwah, Ampicillin Pfho F /5% = cephem
FELOEBTH-72'Y . ERNICPEEL LOBIT
% 7R¢ cephem Kot BEAR 4 AE 6 THITE S h /- i
BHHhREDELMNKE2~10 pg/ml OMTH - 72¥
e SHRTNE, AFDHEEIZ 1 ~2 pg/ml Fik
LM ONTLABRANLV, LThid, HERD
BABIGE S5, MIC,, 0.1 zg/ml LT
bOEWVWS I EINAH, TERKRETHS Strepto-

Fig. 1 Mean concentrations of 6315—8 in serum
and CSF of rabbits with staphylococcal
meningitis after an intravenous admin-
istration of 100 mg/kg of the drug
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PENETRATION OF 6315—-S (FLOMOXEF)
INTO THE CEREBROSPINAL FLUID

TsunekazU Harura, Kan-ersu OKURA, HaTsumi Yamamoro
and SHiGEKAZU KUROKI
Department of Pediatrics, Kobe Central Municipal Hospital

Yuraka KOBAYASHI
Kobe City College of Nursing
Department of Pediatrics, Kobe Central Municipal Hospital

A study was conducted on 6315—-S (flomoxef), a new oxacephem, to test its ability to
penetrate into the cerebrospinal fluid (CSF) after i. v. single~dose administration of 100
mg/kg to rabbits with experimental S. aureus meningitis.

Two series of experiments were performed usings 6 rabbits each.

Mean drug concentration in the CSF peaked 30 min. after administration in both series
and was 6.07%+0.44 in the first and 3.33+0.40ug/ml in the second.

The percentage ratio of maximum CFS concentration to maximum serum concentration was
1.81% in the first series and 1.52% in the second. The percentage ratio of the area under
the curve (AUC) for CSF to that for serum was, in the first and second series : 2.7% and
2.80% in 15~60 min, 3.92% and 4.65% in 15~120 min, and 4.61% and 5 96% in 15~180
min. The ratio of half-life in CSF to that in serum was 2.60 and 4. 44.

Drug concentrations in serum and CSF were lower in the second experiment, but the
difference between the two experiments in terms of ratio of penetration into CSF and
serum was not significant.

From these results, we consider the penetration of 6315—S into the CSF to berelatively
low in comparison with other beta—lactams. However, since this agent’s serum-—binding
rate is twice as high in rabbits as in humans, a higher drug—concentration in human CSF
may be possible. Nevertheless, before determining whether 6315—S can be used for the
treatment of human meningitis, we need to gather and analyze further data on its
penetration into human CSF.



