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1) EEKSRE S. aureus, E. coli, K. pneumoniae, P. mirabilis &% 25 BRicxtd 5 MIC,,
fixzEnEh 039, 0.1, 0.1, 0.2ug/ml Tdh b, Cefazolin (CEZ) mitEtkicH it 3, MIC;, I3

12.5, 0.78, 25, 1.56 ug/ml T&H > 1=,

2) RMEAGFR L - 2HFEWLED 1 # (BUN 37 mg/dl) i 1.0g 1 BR S L 7Bk
DM BEIR SRR THRIC 46.7ug/ml OEARLIcDL 1.06 BMD half life 2 & -> THB L,

© 5EERI%IL 0.84u g/ml Td - 1o

3) MMM R, SMRIVRE SUWERRBIUCRMELZHREL/-AHEEZWRES 16, it
AEMicARE 1Bl g, 181IC1~3EERLE, FREOHMLALSHIRVTND E.coli
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FiL{PR &N’ oxacephem HZEHMAMLERTH
% 6315-S (Flomoxef : FMOX) &, Latamoxef
(LMOX) 0 275 LIRHEE & BEHE~ OBV IE
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SEbhbhREARIORES, BN, 725 TICEERL
ROV TRPETE > D TEDORRERET 2,
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R | EMOBEFRED 55 L 72 Staphylococcus
aureus, Escherichia coli, Klebsiella pneumo-
nige, X1 Proteus mirabilis #h®¥h 25 #k&
CEZ E#t (MIC=225 yg/ml) @ S.aureus 21 ¥. E.
coli 23#%, K.pneumoniae 14k, P.mirabilis 16#
ENRICEK OB/ NREHEIEBE (MIC) % B A{L3:H
WP QMM N TR L7, KEicid pH 7.2 MH
RRMA R L, —RERBKD 100 SFRREEE R

W, 201 A&E (HE 1 mm) 2L, 37°C 24
BFRERE RLKRELHELINACARECORE .
b->TMIC & L1, ik, R CEZ, Cefotiam
(CTM), Cefmetazole (CMZ), Cefotaxime (CTX),
Cefamandole (CMD), LMOX o MIC £## & L.
ARIOHREN %KL 10
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Fig.1 Susceptibility of S. aureus to 6315-8
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EEPK Y BE D S.aureus 25 ¥ d % 6315-S @
MIC i3 Fig. 1 IZ7R$ & 512 0.2~1.56 pg/ml i34
L. 25tk 20 Bk (80%) #90.39 pg/ml DI FCRE
#Bikxhs:o CEZ, CMD X b 1 ~ 2 BB, CTM,
CMZ, CTX kb 2~ 3 BXREEERNIRKTH - 12,

E.coli ix3t4 3&# D MIC & Fig. 2D Z&¢
CTX L OETFENO0.1 ng/ml LT T 9% DRI E

Fig.2 Susceptibility of E. coil to 6315~8
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DREAMHIE xh, LMOX, CTMX b 2 B¥R, CEZ,
CMZ,CMD &b 3~ 4 BIRtBNI-BRETH -1,

K. pneumoniae ic3t4 5 6315-S @ MIC %z
Fig.31cR L7 0.2 ug/ml LT CRHMRELHEL
&h, CTX, LMOX &b | REE@N =R TH -1,
CTM, CMZ, CMD, CEZ it 0. 1~25 pg/ml & 4%
WEh-1,

P.mirabilis icx4¢ 2 A% D MIC (3 Fig. 4pT¢
{T0.1~0.39 yg/ml iIc}#L, 0.2 ug/ml C 2
Beh 2] ¥k (84%) XEDORBFAEMIL i, CTX,
LMOX &b | BBEL BBMTH > 720 .

CEZ ®#td S.aureus 21 #kicxt4 3 6315-S @
MIC & Fig. 52F ¢ & 5 1.56~=2100 pgg/ml i
SHELH, 3.13 ug/ml LIFC6#%, 25 pg/mikl
T2 kb 198k (90.5%) MzoREFEHEILESOR,
Z OBz CTM, LMOX &b 2~ 3 BR@N T\

CEZ #tttd E. coli 23 #kicxt 4 2 &K 0 MIC &2
Fig. 6 D& < £0.1~2100 zg/ml &@LLHHL
TWAHR, E—27id2<0.1 pg/ml ich v, 238$ 17H
(14%) #3.13 pg/ml YT CRELMESI NS, IO
B4z CMZ, CMD & i iZRIZ0ORKTH O, CTX,
CTM, LMOX &b 3~ 4 BBsiSEE@N TV,



VoL 35 S—1

CHEMOTHERAPY

663

Fig.3 Susceptibility of K. pneumoniae

Fig.5 Susceptibility

of CEZ resistant S. aureus

to 6315-S
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Fig.7 Susceptibility of CEZ resistant Fig. 8 Susceptibility of CEZ resistant
K. pneumoniae to 63156—S P. mirabilis to 6315-S
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MIC MIC | S0.1 039 156 625 25 2100
(ug/ml) (ug/ml) 02 078 313 125 S0
6315-S 5 1 3 3 2 6315-S 2 21 5 1 1
CTM 1 3 1 1 8 CT™ 4 3 3

CMZ 2 3 2 4 1 1 1 CcMzZ 5 2 5 2

CTX 1 1 1 2 9 CTX 1 1 1 2 1 10
CMD 2 2 1 4 1 1 CMD 1 21 1 2 1 6 2
LMOX 1 9 LMOX 1 2 2 1 10

Table 1 Serum levels of 6315—-S
(BUN: 37mg/dl) (1.0g, DIV, 1hr)
Serum levels (ug/ml)
Age | Sex B. W Half life
(kg) 1 1% 2 2% 3 4 5 (hr) -
59 F 55 46.7 20.4 10.6 7.8 5.9 2.2 0.84 1.06
CEZ #tt® K.pneumomiae 14 ¥kicxt4 5 6315—S 2. McRmeE

o MICiz Fig. Tic7R L7, 0.39 pg/ml QLT & 25
peg/ml LD _@EICHH L, 14 Bkep 5 BkAHC 0.1
pg/ml UTTEOREAMELEI L, T ORKIEI
CMZ ¢ B ZESOETHY, CTX, CMD, CTM &
DENIBRTH > 70

CEZ ittt ® P.mirabilis 16 #kicxtd 2 &# o MIC
A 5L 16 Bk 10 5kH1.56 pg/ml LT CEORE
ZpiExh, CMZ &b 1 ~2BREES S boo CMD
L2IZRI% D MIC 2R LAMN CTX, LMOX, CTM
& 3~ 4 BB TV (Fig.8),

AFARIELGR L BEEETLEEC 08 |
B P AIE L 7o R b MBS & Table 1 iGRL
fo AEMMIEMEK 1 BMT RO ARKTRCR
46.7 pg/ml DEEFL, EO®KkZ 1. 06 HMOMF
¥RPEL-THBL, SHMKRICIO. 84 ug/ml %
HeLTo

3. BERRARR ‘

ARIDEERBRD £ & % Table 2R LT 24
CEDORBEBLY, SEAOEKRERDERUIRD
LBV TH B,
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Table 2 Therapeutic results with 6315-S
Age Clinical Causative | Daily |Duration Response Side
Case |— organism Remarks
Sex diagnosis 8 dose(g)| (days) | Clinical | Bacterio- |effect
(MIC) logical
34 | Bacterial
H.T. | | pneumonia N.D [10x2| 5 | Good -
40 | Acute E, coli
Y.T. M pyelonephrltis (<°-1“8I1'n1) 1.0 x 1 7 Good |Eradicated -
48 | Acute E. coli -
M.N. | prostatitis (0.1 pg/mi) 1.0 x 2 7 Good | Eradicated | —
Sepsi
F.H. 59 Ac?u: %1007 n |10 x 3 10 Good | Eradicated| — SLE
F pyelonephritis (0.1 ug/ml)

M | HT. 34+ BH
AEFIIBISOLE 6 A 22 HEEL bk, WKL
SCRM-T6 A 27T BUHSL, WBLVRICTE LW
Ficfix@z2n, SEMmLe2lahi, £%/1E
lg, |H2E@EA LAEC A4 AKICIIER HL
HEOMA KRS L UM S F & DB hEEROKZEN
AonBHEHEL,

M 2 Y.T.40F+ BHH#
B SO F 6 H 20 HEEL » ¥, MK LEH
A6R 2 A4HEE, RRICTRRH D, RERIC
‘CE coli ZRH(MIC : <0.1pg/ml), BHBEEH R
LBIL, AHLE 1 g A LA, 5HEICAEMRA
16400 » 5 4200 4=, 7 HEHICIX CRP7 + 28— LIEH
ERBSNEHEHE LT

M 3 MN.48+ Bt

AERIIBIISOES B 21 B & 0 HERISE, SER, ¥
B, BRELFA CORMS TS A 22 BLHS
2 EBEZ T IRICER Y, AMKRYK
14300 TRMRIIR K E BM AN, BIREOIERIC
'CEcolL (MIC 0.1 zg/ml) ’S:.?bto A&} 1 [ 1
zlﬁzﬂﬁmm%bra 26 BHIC RS LA
Kb 143005 890042, CRP i34 + 25— ic L EHAL
téeebkEcdzb&%L BHEHEL 1
M 4 F.H.50 + &t
*Ewﬂ§l§$LSLE%ELT$D BE%0 59 £
GﬂﬂabbwnmmM$b 6 A25A 4F28
m&a&UR%iLTEch%&m wmr.%ﬁﬁ
i'ﬁt%ﬁLta*Ml@LOg 18 3EAMEH1

Fig.9 F.H 59yrs Acute pyelonephritis with

sepsis
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B L& h, ARSI EHRICRESRELDAD
HMOLEHL, 8HHICWXWCRPRI+AhoticHE
Ltzo E7:Mhs L URPHE S 6 HEICIIMEL, &
NOEREZ, AEROEXREZEB%E Fig 9I1CRL
o
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2 Table 3ICRT LBV BASRERBH SN,
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Table 3 Laboratory findings before and after 6315—~8 administration
No. | Name RBC Hb Plat, | GOT | GPT | AI-P | BUN | s-cr.
(x10%) | (g/d)) | (x10%) | (U/ml) | (U/mi) (mg/dl) | (mg/di)
P B 520 14,5 25.4 31 27 10.2 121 1.2
LT
A | 496 14.2 23.2 30 25 9.8 10.2 1.0
. B 530 15.6 33,1 49 57 16.8 20.1 09
' A 508 14.3 28.6 40 41 12.4 12,0 0.8
B | 541 14.8 25.1 34 29 11.0 [ 26 1.2
3 | M N
A 492 13.8 18.2 30 24 9.7 15 0.9
B | 443 12,6 18.2 30 35 10.1 37 0.8
4 | F. H.
A 414 12.0 16.2 25 30 8.2 18 0.7

B : Before, A : After

o * *

6315-S 12 LMOX O b2/ 5 LIAMHHE & A E
~DHBEWHENERFELEH S, BLDOOHE=HEK
cephem RIAEFIDRA (75 LHREICHMT 250V
B 2B LALERRBRERTHY '™, i
CEZ ft: ¥ &7 Ky BBIcH L TH, cephem A&k D
BOVRENETRTLEEDATVRY, £/, BIHET
R77 LRERS LUCMEEICARVIRENZE L, #Hic
Bacteroides fragilis ic# <, Clostridium difficile
KLHREN%E b2, SEDbhbhD S. aureus, E.
coli, K. pneumoniae XU P. mirabilis Z¥Ric
FROHES (MIC) £R%E L 2T, ThEho
MIC {#i20.39, 0.1, 0.1, 0.2 ug/ml TH->THl»
TRIFRHENER LIz, 7, CEZ Rittbkicnt 4 5
MIC f#iix 12.5, 0.78, 25, 1.56 xg/ml TH-T, ¥
= cephem ZMEFORB[ERBR LA HEHT
H 5T ENETT S,

ERERAACHMENR L EHEREBREELNR
KAKZ9E 1.0g 1BMAEBEL-LEOMPR
BB T 6.7 ug/ml Th -7 ZDHRITMH L
B OMAPERIE b > THB L, Mgk 5 BR%
25 0.84 pg/ml THoteo OBRMIIEKD SO
REEED DRIER & LERTBDDERM D BIEM ]
BODMAIN, FRIXBHMBIRERCTH D, MEN
RN BERBRTH - ENEOHMHELEER bhf:o
UL ULAF D8 i B RIEERHI T 50 ﬁﬂuﬁ
ERVWIDBREETEACHEVPTVEH D1 &
Ebhs,

AR, SHRIIRE RMERETRE LUK

EAHRL - AMBWETRE 1 H, H4EMcERE]
H1.0~3.0g, 1 B1~3EEMLILESS, 2MH
WOERE B, BHORRLBLEHCOVTH, B
Ri#ix=oMLA/A 3SHAOREE L, b_\‘fﬂt) E.colir_!{‘
TEORSHEMNO0.1 pg/ml THor E, &6k
M MEEDEL &b 5HM, MIC 2&BL, »o
AFD MIC 2B/ ERE (MBC) i 2 i+
ZoLBEENELONS,

Ff, AMUNLEWERIZ 1 PLUL, FHERRER
REICSVTHEBShE, -1,
SEORFTIREMBHODE L, HRIZTEROR,
AR SEHEMRE R DL T IHRBERESLUR
BREREICEDIS>ELREMTHY, &m&anor
HELSKEC RS RERF T RI A RHRINET
EBEND 1 DEEA SOOI,
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BASIC AND CLINICAL STUDIES ON 6315-S (FLOMOXEF)

Fumio MATSUMOTO and IwAO SAKURAIL
Department of Internal Medicine Kanagawa Prefectural School of Nursing
and Hygiene Hospital

TAKAYUKI TAKAHASHI, EIGORO SUGIURA, and Yudt TAURA
Central Laboratory, Kanagawa Prefectural School of Nursing and Hygiene Hospital

TETSURO HIRABAYASHI
Pharmacy, Kanagawa Prefectural School of Nursing and Hygiene Hospital

Basic and clinical studies on a new oxacephem antibiotic for parenteral use, 6315-S
(flomoxef), were performed and the following results were obtained.
.+ 'The MIC,, of bactericidal activity against clinically isolated S. aureus, E. coli, K. pneu-
moniae, and P. mirabilis were 0.39, 0.1, 0.1, 0.2 ug/ml, respectively, and MIC;, against
cefazolin resistant strains of the same organisms were 12.5, 0.78, 25.0, 1.56 u g/ml, respec-
tively. Absorption and excretion was studied in 1 case of pyelonephritis with sepsis.

6315-S at a dose of 1 g was administered by 1h i.v. drip infusion, and peak serum
‘ ‘eoncentration was 46 g/ml at the end of the infusion. The T! of this case was 1.06 hours.

In a clinical study, we administered the drug to 4 patients with Bacterial pneumonia,
acute pyelonephritis, acute prostatitis and acute pyelonephritis with sepsis respectively, for
5~7 days. In all cases clinical efficacy was good or excellent. The organisms of isolated
E coli (3 strains) were all eradicated. Doubtless because the MIC of 6315-S is only 0.1
ug/ml,

No side effects a abnormal laboratory findings were observed.



