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FLiMREANAAFY T = LRIAEYK 6315-S (Flomoxef) ic oW TEMARKIKICH
i3 2200 - EEROMNEFTLE, ROLHLEREBI,

1) 6315—S @ MIC @ peak fll (10*cells/m] ) &, 75 LM TIE S. aureus 0.39
ug/ml, E. faecalis 100 ug/ml T©&hH, 75 LIRHEBM T E coli 0.05~0.10 z g/ml, K.
pneumoniae 0.05 2 g/ml, P. mirabilis 0.39 ug/ml, P. vulgaris 1.56 £ g/ml, S. marcescence
0.39~1.56 2 g/ml & WFh LIEEERT M, P. aeruginosa T3 2%k 100 £ g/ml Ll E & SEERHE
TH o1

2) BREABTARFULALER, BEIC6315-S | g Lo EMAPREL 6 2%
I 86.0 ug/ml @ peak {%Z R L, WHIMADBMIEIL, 50 5% iC 36.02g/ml D peak %R L 7o
i, FAPREIR, 48031 H%IC50ug/ml O peak iR L1,

FERMPBRERE L, DRtk 3 M T 2.80~1.05ug/ml 2R L1 F 1, BILBBTREL,
3 Btk IC 49 0.43 u g/ml O peak 4R L1z,

3 BRORALEBTENER EFEHBER HRABROZ . | fib LRt 2
PDEH5 P DWTITA » 7243, 6315-S 1 [B0.5~1.0g % 1 B 2[@, 3 ~12 Aff one—shot BiF
FLREBBECIOETL, F26, AHIAELLHEDULOBMRTH -1, b, AEH

BisiBbnsRIEAS L VERREBEORKERZD Shidh -1,

6315-S (Flomoxef : FMOX) 315 F R YU EH KA
THRRINIFLOEHAAFY €7 - LRREYHET
by, lLatamoxei (LMOX) tRl—D 1 - AFH4 €7 =

LEKEET S (Fig. 1) AKIIZ LMOX D bo/5

LRHE L REHE~OB VBN EFLUNS,
ELOBEHRE T = LRHENROREATH S
LBMEE~OHFVHRENE, TLI-NLEDOHEEER
(Disulfiram #fEf) 2HB LA bDTH BV,

S, FEICOVTERARER COBRY - R
BRITZTHY, WEIHIDOHRZB1OTLUTICHEYT
%,

Fig.1 Chemical structure of 6315—S
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I. HE & H &

1. iE@n

WHEIRTFEDEER MK (Staphylococcus aureus 50
¥k, Enterococcus faecalis 40¥, Escherichia coli 50
¥, Klebsiella pneumoniae 50#, Proteus mirabilis
50 ¥k, Proteus vulgaris 28 ¥, Serratia marcescens
50 #, Pseudomonas aeruginosa 50 k) ic>\WT. B
AFEREFSEREY TRV, ERXERFR LT
BNREEHILRE (MIC) 28 Lz, KbERER
i3 10%cells/ml B &L U 10%cells/ml & L%, £/, P
aeruginosa B\ 1o 7 B IcX LT, LMOX, Cefme-
tazole (CMZ), Cefotiam (CTM), Cefazolin (CEZ)
@ MIC % RI65HIE L, HLBRE L7,

2. BREABTEORST

6315—S 500 mg F 713 1 g % f{KiC one—shot #iF
LB of&m&, WHRIE ¥k FEROLBSIUOE
FLBADBITICOVWTRIT L 7,

WMERE L E coli 1437 28 EW & 5 paper disk
ETITRW, EcR b)Y 7 BREMZR . B
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Fig.2 Sensitivity distribution of clinical isolates S.aureus (50 strains)
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Fig.3 Sensitivity distribution of clinical isolates E. faecalis (40 strains)
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1 21221 4 40 6315-S 2 2 31417 2 40
2 38 40 LMOX 3 37 40
2 38 40 CMZ 2 7 31 40
2121412 40 CTm 51814 3 40
3 9223 3 40 CEZ 519131 1 1 40
108 cells/ml 106 cells/ml
MR OERICIZ 0.1MY L BB&K (pHT.0) AV Hote

fro 153, RIERAEIREMDA WHOH FERkEX
URALICBVTIR0. 1 ug/ml THBH, HERMIIL
MTHELDTO0.22g/ml TH 3,

3. EER&RE

MEEEIL, BISOES A SMIN0EEAETO
Mlic4RHicABELABESZ T, ERid 29~45Rich
1o TWh,

NEHEBRIEBTFENBER L H, ETFEMRBRER L H,
WAL | Fli LOREDOBMEBMRE 2 FlOHSHIT

#5453 6315-S 1E0.5~1.0g% 18 2H, 3
~12 Hfs one—shot ME T B AWPEL 1, U B,
one—shot $iXI3ER 20ml i, HBMBFERV VT,
Fhd5 7597 500ml iciEREL, AR 604
&L,

I. & ®
1. fdAH
EERAMHEOBRZE D% Fig. 2~8 Rl
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Fig.4 Sensitivity distribution of clinical isolates E. coli (50 strains)
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212255 2 31 50 6315-S| 1 2121 4 2 1 50
213275 1 1 1 50 LMOX 116 2011 2 50
6 1816 7 2 1 50 CMZ 61920 3 1 1 50
310183 3 5 2 2 2 1 1 50 C™ 21523 4 5 1 50
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Fig.5 Sensitivity distribution of clinical isolates K. pneumoniae (50 strains)
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16 2210 2 50  6315-S 2722 1 50
7 29 11 3 50 LMOX 1131 7 1 50
2218 9 1 50 CMZ 2 2720 1 50
314118 8 3 1 1 1 50 CT™ 4309 5 11 50
5189 4 1 4 6 3 50 CEZ 22810 4 4 2 50
108 cells/ml 106 cells/ml
1) 8. aureus i< 5 AF| D MIC O peak {H 3, 1o

10%cells/ml # X U° 10°cells/ml #HEEE & b 0.39 u g/
ml ©, CEZ & ZiZEEETHH, LMOX,CMZ,CTM
LHBU TV,

2) E. faecalis i=¥t4 % A& FiD MIC @ peak fE (3,
10%cells/ml % & TF 10%cells/ml & & b 100 £ g/ml
Th-1,

3) E. coli icxtd 2 A#|D MIC @ peak f# i3, 10°
cells/ml # X T% 10%cells/ml HEBTENEN 0.20 g/
ml, 0. 05~0. 10 zg/ml T, o g EH L h Eh TV

4) K. pneumoniae i3t ¥ % & K| 0 MIC @ peak
{2, 10%cells/ml & 0F 10%cells/m] IEETENEN
0.20xg/ml, 0.05g/ml T, fiDLLBERLOENT
Wit

5) P. mirabilis I3t % A# D MIC @ peak {&
3, 10%cells/ml ¥ & U 10%cells/ml R TEh TN
0.39g/ml, 0,20 g/ml ©, LMOX & 33 FERET
»9, CMZ, CTM, CEZ & h BN T\,

6) P. vulgaris icxtd % A#| D MIC D peak f&(3,
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Fig.6 Sensitivity distribution of clinical isolates P.mirabilis (50 strains)
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Fig.7 Sensitivity distribution of clinical isolates P. vulgaris (28 strains)
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0.05 0.20 0.78 3.13 12,5 50 100<

28 28

0.05 0.20 0.78 3.13 12.5 50 100< MIC
<00250.10 0.39 156 6.25 25 100 Total (ug/ml) <0025 0.10 0.39 1.56 6.25 25 100 Total
1 2118 3 3 28 6315—S 6 20 2 28
1 6 516 28 LMOX 2213 2 28
2 8133 2 28 CMZ 1 4183 2 28
28 28 CT™M 1 1 3 13 316 28
CEZ 1 126 28

108 cellsl.ml

10%cells/ml % & U 10°cells/ml #EHTEh £h 1.56
pg/ml, 0.39 ug/ml G, LMOX & BIZERERETHD,
CMZ, CTM, CEZ L h ®h T\,

7) S. marcescens <319 2 A KD MIC @ peak i
i3, 10%cells/ml BT 100 u g/ml LI ETH -/
A%, 10°cells/ml HEREEF T2 0. 39~1.56 u g/ml I 5} H6
L, LMOX X 0 $%%b, CMZ, CTM, CEZ L h @&h
TWi,

8) P. aeruginosa %14 5 &K D MIC i3, EIicid
RLTWIEWA, 10%cells/ml 3 L U 10°cells/ml &

108 cells/ml

& b2 10 ug/ml U ECH - 72,

2. BREBTH

B{&1C 6315-S 500 mg % one—shot #ik L 72410
SkMmAPRE, BHOEPRES X CEKOREDOK
&% Table 1 iZ/RL 7%,

BHAM & R AR S 17 51 30. 0w g/ml @
peak fE% R L, LAk #idk U T SBER 7 S¥ekicid 1.4 g/
ml 2R L7,

P g I AR S 1T 5%IC6. Tug/miDp
eak fHZ/RL, 3BEMITA%ICIZ 2. 4ug/ml £R 1o
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Fig.8 Sensitivity distribution of clinical isolates S. marcescens (50 strains)
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Table 1 Transference to maternal serum, umbilical cord
serum and amniotic fluid after intravenous
administration 6315-S 500 mg

(ug/ml)

Case Time after Maternal Umbilical Amniotic

No. | administration serum cord serum fluid

1 17’ 30.0 6.7 0.31
2 39’ 7.5 3.0 trace
3 1° 12’ 5.2 3.3 1.5
4 3 07’ 1.4 2.4 7.5

Transferance to neonatal blood after
intravenous administration of 6315-S

Table 2

5, MHMATREIZ6. Tug/ml THO, ik 3Bt
Mk 4E RMPFEFRE0.47pg/ml TH 72, Ll

500 mg WAL, 12850%ICIAERRELT LML - 12,
(ug/ml) fH{kiz 6315-S 1 g % one—shot #iEi%k, 65~19
] Umbilical Time after birth BP0 25 43 TO 2>\ T D, BHEMAFRE. B
Time | ord serum 3° 6° 9° 12° 24° EmEhRED L EKDBEDRRE Table 3 N
17’ 6.7 0.47 | 0.35 | 0.24 | wace | © L7:o 753 No.31 0 9 8 18 Sy DAEH & & U No.32
D 9 B5RE 25 HOERIE, FhEh 12 BiE I 3ERES

kP 1T ki 0.31 ug/ml %KL, - 3 B¢
TREICIZT.5ueg/mliICELT

ki 6315—S 500 mg % one—shot #Hi L 7z R OH
HERMcEEFMER, Table 2SRl I HOBTH

BLU2EREETRY, HEBEENSOMKMELERL
Thd, 7, BEMBICETAEEICIZINNTVFRS
ShaDT, EUNMETCOELEELD YT 7{LL
D% Fig. 9 IR LT,

BikmE M 3 AHS 6 2% 86.0ug/ml O
peak {4~ L, LUgatR@ERZR L, 985/ 25 2k
ICRRAERREUT &8 10



1284

CHEMOTHERAPY MAY 1987

Table 3 Transference to maternal serum, umbilical cord serum and
amniotic fluid after intravenous administration of 6315-8 i1g

(ug/ml)
Case Maternal  Serum | Umbilical cord serum Amniotic fluid
Na. Time Conc. Mean Conc. Mean Conc. Mean
1 6’ 86.0 12.5 0.44
2 19’ 50.0 21.0 0.17
3 22' 55.0 80.3 12.5 17.8 0.66 0.43
4 28’ 50.0 25.0 0.44
5 32 42.0 30.0 0.56
6 38" 39.0 18.0 6.0
7 40’ 31.0 36.0 14.0 21.4 4,7
8 49’ 45,0 8.9 7.6
9 50’ 23.0 36.0
10 1 or 25.0 12.0 7.6
11| ¥ o4 18.0 11.0 0.67
12| I os 19.0 18.0
13 1° 18 18.0 17.0 16.0 11.9 74
14| 1° 26 12.0 6.6 14.0
15| 1 27 9.8 7.5
16 | 1° 30 11.0 12.5 3.6
17 | 1° 41 5.2 7.2 5.7 7.5 3.5
18 | 1° 48’ 6.25 4.2 3.4
19 2° oo 11.5 8.8 4.4
20 | 2 45 1.75 4.3 14.0
21 54 2.2 4.3 4.9 54 29.0 15.0
22 | 2° sg 1.65 3.5 12.5
23 | 3° 07’ 4.6 4.6 6.7
24 | 37 18 0.78 18 6.25 3 19.0
25 | 3° 20’ 0.93 ’ 2.1 i 5.1 )
26 | 3° 23’ 1.2 2.8 19.0
27 | 3° 45° 1.56 5.7 45.0
28 | 4 22° 1.4 6.25
29 | 4 25 0.34 1.2 1.56 3.1 5.7 27.9
30| 4 31 2.0 1.5 50.0
31| 9° 18 0.16 0.42
32| 9° 25 0.0 0.08 0.22 0.32 6.25 6.25

B I & PR BE X AF S 50 531%1236. 0w g/ml @
peak %R L, LARMEMEE LR LT, 9B 255 1%

120.22ug/ml R LT,

FKPBESHETE ERMHSDEL, E£12, 15
VEHBREVN, 3BT 45 DS 45.0ug/ml R L,
4 %R 31 %1212 50. 0 . g/ml @ peak %R L 7o

31412 6315-S 1 g % one—shot #ix L 7-BBOHER

MAPERFRE 5 B ORME Table 4 1R L1z, B4
WHBEL 4.6~12.5ug/ml T, 5 3 BEEOFE
RMPRFRE X 1.05~2.80ug/ml TH Y, LIE#HR
L. 12 B5RI8%1212 0.20~0.53 ug/ml & 75 D, 24 BEES
BRICB2PAMERRBEUT TH - 10

B{4kiC 6315-S 1 g % one—shot BiF L -BEORA D
BITRE 5 flOKM% Table 5o L, AFIESE 1
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Fig.9 Transference to maternal serum,
umbilical cord serum and amniotic
fluid after intravenous administration
of 6315-S 1g

o——e Maternal serum

0---0 Umbilical cord serum

«===r  Amniotic fluid

Concentration (ug/ml)

BeMkIc R 0,25 ug/ml DMATRL, 3 §MEkICP
0.43ug/mlic:@L, BESMEICIZIFE0.27ug/mlD
&R LT
3. EEGRALM
EE WA R RIS 5510 2 BRE 5 Flic 6315-S 285
L 7oAk %* Table 8 i27k L 7o
HROUEZLUT OEMIZHE - 72,
¥ EBEMMERN I ELURICH LS BBL,
EEICE 1S
% EEBMMERH 3 BLUNICKBO MR %R
L., BOKIERICE - 1BE
w2 TEEMRERS 3 EEBL TOHBINNA
W&
Uboweasic L 2ERDRIEM2H, EH3IH
TEDBEYRIZ 10X TH - 70
HMEYNICREBTENRRLD E faecalis,
Staphylococcus epidermidis %, RI§EBBIE £ O
E. coli, S. epidermidis D&t 4 tkAIRHE SN/, &
B AN R - 31 T O A0
£, FEFEICLELBDIIEER IR ONG

Table 4 Transference to neonal blood after intravenous administration
of 6315-S 1g
(ug/ml)
Case Time Umbilical cord - - Time aft:r birth . -
No. serum 3 6 9 12 24
1 46’ 6.7 1.05 0.60 0.30 0.20 0
2 48’ 1.70 1.30 0.87 0.53 0
3 1° 30° 12.5 2.80 1.40 0.72 0.47 0
4 2° s54¢ 4.9 1.56 1.30 0.80 0.45 trace
5 3° 07 4.6 1.30 0.78 0.47 0.30 0
Table 5 Transference to mother’s milk after intravenous
administration of 6315-S 1g
(ug/ml)
Ti"'le o -] o o o o
Case No. 1 2 3 4 5 6
1 0.39 0.62 0.60 0.48 0.46 0.39
2 0.25 0.35 0.35 0.34 0.27 0.24
3 0.18 0.39 0.50 0.50 0.37 0.34
4 0.23 0.39 0.37 0.32 0.27 0.17
5 0.20 0.32 0.34 0.33 0.23 0.19
Mean 0.25 0.42 0.43 0.39 0.32 0.27
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Table 8 Clinical effect of 6315-S
Administration
Case Clinical | Side
No, | Ak Disgnosts Organlsm Senstclvity Daily |Routs [Duracion | Total | efece |offect Remacks
dose (g) (days) |dose (g)
CEZ CMZ CMX Crz
Puerperal 1 E. faecalls (+) (| +) Bacturial effecs
1|3 05x2 | LV. 12 | s | @) |9 | :endicsd
endomecritly 2 8. epidermidis| (+)  (+44) (+++) (+4) CRP: 19.5* 0.3mg/dl
2 |29 | Resdnextei 0.5x2 | LV s | oas| ¢ Tendernes
.5 x A" . -
¢t adnexitis *) =) s(4)=»(-)
Infection of
WBC : 10,500 ~* 4,000
3 | 42 | the Op. wound 085x2| LV. ? 0| @) (=) | crp: 4503 | mgdi
(Post Op. Myoina Ut,)
Acute cystitia CEZ CMZ CMX cCrPz Colony count
¢ 3¢ | poueop. E. coli 0.5x2 | D.I. 5 501 ) [ () | o5 te0
Adenomyosis) (+44)  (+44)  (444)  (#44)
Acute cystitis Coleny count
5 |45 S. epldermidis 1.0x2 | DL 3 5.0 (r+) {-) 100 4
(Post Op. Myoma Ut.) i1 [
Tabel 7 Labolatory findings before and after administration of 6315—S
B Hematology Liver function Renal function
Sise | o RBC Hb | Ht | WBC WBC fraction (%) Plate. | GOT | GPT | ALP |T-Bil. | BUN |S—Cr.
A [ x10*/mm’ | g/dl % | I/mm' [Eosino.| Baso. |Neutro.[Lympho) Mono, |x10*/mm® | 1U/L | 1U/L | TU/L | mg/dl | mg/d] | mg/di
1 B 368 10.2 | 319 6800 0 0 86 5 9 35.3 62 34 91 0.8 13 0.7
A 3s2 9.7 | 309 4600 0 0 66 27 6 39.2 19 17 n 0.4 11 0.7
2 B 434 - 38.5 7900 2 0 72 26 0 320 12 8 61 0.6 12 0.8
A 440 13.0 | 39.4 7000 3 ] 54 43 0 - 11 6 57 0.5 12 0.7
3 B 233 7.2 23.0 [10500 3 0 77 16 4 521 7 8 42 0.3 9 0.6
A 323 9.8 | 314 4000 10 2 41 44 3 353 15 17 40 0.2 7 0.8
‘ B 425 9.9 320 6600 1 2 69 28 ] 37.6 1 11 64 0.4 13 0.7
A 432 10.2 33.3 5100 7 1 60 3 1 - 12 12 60 0.3 9 0.8
s B 444 1.5 36.2 5800 1 1 66 32 [} 28.0 - - - -
A 501 129 40.5 6600 2 0 59 39 0 29.4 13 14 58 0.4 9 0.5

Motee FLAKEEFROBKREESA Table 71
RLIH, FERGICL 5 EBbh3RFERED SN
Mot

m = ®

6315-S BEHREUEKASHAAFR THRINILA
¥4t 72 LRMEYMET BHEO LMOX LE—®
1-4FH 7 LBHEERL, FltT7v14 08
MEEXLEL, BEALDRIDB-57 4<—Fic@d
TEETH 3, ARII7 7 LR S L7 7 LIAHE
B LRGKHER IO LLGEASRENERT EVWbhT
wah,

UHERFDOERS BRI 25 MIC (10°cells/ml

HEHEl) O peak {13, 75 LBMHED S. aureus o3t
LT, 0.39ug/ml CE—HKt7 = KD CEZ &
[Ei2E Th 5%, E. faecalis ix4 LT3 100 2 g/ml &
FttE 2R L7, 775 LB ICXt L Tid, P.aeruginosa
2100 g/ml LI EOBEREERTHIBZVWThOER
KBLTHELEZHARL, LMOX &i3ZRIEZET,
F— B_HRET7LHL 0BTV, 4E LMOX
D P. aeruginosa icxtd % MIC Z8IFE L TWRENA,
VAT LMOX @5 — # Tid MIC @ peak {#(10°cells/
ml #E6) 3 2B5ug/ml THOY, AH2 LMOX @
P. aeruginosa 34 53 MEIHBIE L2 bDD,
E. faecalis 2B\ 1: 75 LBBMERICRSHENRLEALT
BY, IOLEBRARY b5 L2 BERENE ST
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B4k 6315-S 1 g % one—shot Mix L MO MW
M, ¥K HERMELUBI~OBITHORIHTRT
i3, BEN~NOBTIZRL, WHIIMDMED peak
1350 3tkic 36.0ug/ml 75D, REmMMbRED
peak {HDK) 426 TH - 7o T, ¥R MED peak
i3, 485031 Ptkic50.0ug/ml 2RL, Rk
hREED peak MO 583 L W<, HRBRR, $KkMK
ROFHPIMICERATH LRI S, —HFERMT
PRIEMEIL, S8 3 BEMBIC 1. 05~2. 80 4 g/ml D
peak {H%ER L, LIk MR L 7o 3 - B PADBITI,
IBFM%R I 0. 43 ug/ml @ peak MERL, RHIC
BRFER~DOEBITVWHOEBDLNE,

ERBRR TS AICEAREZES L, 10KDOBYWRT
dh, BB/ A BETXTHRMBR L, b, FH
BEICELB3EBONBEIER B L CEKRREMORE I
Bvohlih-t, BE, XL 3 EEBEDLNBEIER
BLUERRBEORT IED ORI -1,

UEDEATRSEHN ERANFERICET S
6315-S OERE - ERMARFTOMAEWME LK, B
BAMARORREICE VT H 7 5 LARMSHEPES

RONMAEHLIEL L ->THOY, 1T, DY
LM L UREN NN ERT A RAINREN
3, ZHOLEELAMARY b3 abotThid, FF
DEMAMMBTONELIE LD LEBDN S,

X L

1) TsuJl, T. ; H. SATOH, M. NARISADA, Y.
HAMASHIMA & T. YOSHIDA : Synthesis
and antibacterial activity of 6315—S, a new
member of the oxacephem antibiotic. J.
Antibiotics 38 (4) :466~474, 1985

2) BARERE¥S  B/RFHELME (MIC) A
EEBHRITIC2WVW T, Chemotherapy 29 (1) :
76~T79, 1881

3) EmMBXE, HLEA%F OKEF ANEHEEL:
ERARSRIKIC ) 5 6059-S DR - EEHEKY)
W%, Chemotherapy 28 (S—7) : 924~934,
1980

4) BHBXRA : SHAROREMRREDITE, 3.
EMAR. BAERK4I2 (3) :587~597, 1984
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6315-S (FLOMOXEF) IN OBSTETRICS AND GYNECOLOGY

ZiNgiro TAKAsg, Miciinisa FuaiwarRA, TosHIHIRO MiyosHI
Masato NakayaMmA, Yosuiyuki KoHMoro and HIROKO SHIRAFUJI
Department of Obstetrics and Gynecology, Kawasaki Medical School

We conducted basic and clinical studies on 6315-S (flomoxef), a new oxacephem, in the
field of obstetrics and gynecology, and obtained the following results :

1) MIC’s (10°cells/ml) for S. aureus and E. faecalis were 0.39, and 100xg/ml, while MIC’s
for E. coli, K. pneumoniae, P. mirabilis, P. vulgaris and S. marcescens were 0.05~0.10,
0.05, 0.39, 1.56, 0.39~1.56 ug/ml, respectively. All MIC's for P. aeruginosa were >100yg/ml.

2) When pregnant women were injected i.v. with 1.0 g, maximum level in mothers and
in umbilical serum was 86ug/ml 8 min, and 36 ug/ml 50 min, and in amniotic fluid 50
pzg/ml 4 h 31 min after injection. At 3 h after injection, the level of in neonatal blood
reached 2,8~1.05ug/ml 3h and in maternal milk 0.43ug/ml (mean value).

3) In the clinical study, 6315—-S was administered i.v. 0.5~1.0g by single—dose i.v. injec-
tion or i.v. drip injection twice daily for 3~12 days to 5 patients (puerperal endometritis,
1 ; adnexitis, 1 ; operative wound infection, 1 ; and acute cystitis, 2). Clinical efficacy was
excellent in 2 patients and good in 3. No side—effects or abnormal laboratory findings due
to 6315—S were observed.



