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ERMANERICH T B 6315-S (Flomoxef) D
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REFLERKEEMARERE
(EfE : MEAZ8IR)

FLIMRINAAFY £ T 2 LRIEHKTH 5 6315-S (Flomoxef) (B3 5 HHET, EEK
FRBETLEY, UTORRLEBA,

ERiRIT & LT, 6315-S 1.0 g one shot WikbicHis 2 Mk IME, HREMAIRESL LV
BRI REZERNE L 720

FHORMBPIRKIMADRES, 5% 159 TT76.5£9.05 ug/ml (Mean*S. D.) #/;RL, Ll
WL, BrStkay | BT 13.4~22.5 ug/ml, #)2 B5M 45 53T 4.72~5. 42 ug/ml, #) 45T
2.05~2. 11 ug/ml &75 - 7=,

B EEMARE, 85 15 5T 14.2~60.8 ug/g, ¥ 1 BT 5. 76~29. 0 ug/g %77 L7

BE %K 20 45 A TR FEESHE & FERBUAOMBMT0.96~3. 24 ug/g DRENZH
Shch, #E5&HIHMEERTLLMREFERRBERS thoBRTIIAIERRBEUT L -
12

BREERIRER, #5%3049, 1, 2, 4BMTEIREN57.8226.7 ug/ml (Mean+t
S.D.),55.0+13.1 ug/ml, 28.9%3.96 ug/ml, 19.0+7.60 pg/ml ZR L 72,

EBRAICHT 2R TR, TERERLL1H), BEBREELIH, FEFELMELLH, BREER
Of, Rt LD SHE LB # 15 FIOERARBRREICARRESEITR - ER. FY 26,
124, EH1AT, BEHRIZB.3% TH-7,

MR, 25 tkeh, K208k, 7Rt 4 bk, REASHRT. 80.0% %R L 7,

AFREETRE - 2PICHRBMLSIER B L VERREBREORRIBH OIS, 1,

6315-S (Flomoxef :FMOX) 3 EHETH L < R
AhiAr ¥4t 7 2 LEREMETH 5, KHFid Fig.
1CRTIM 1 —AFH €7 . LBED3GLAIBIC
hydroxyethyltetrazolethiol &%, 7a fI#(Z methoxy
&, 78 f#4:c difluoromethylthioacetamido ¥%% &
LTwah,

Fig.1 Chemical structure of 6315—S
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Table | Serum and tissue concentration of 6315-S after
intravenous administration of 1.0g dose
Concentration (ug/ml, or g)

T [Mame|mime [Perghers T Crorive T ovduer | owry | Jorder | Mrer T G | Forte
1 |T.Y. 157 68.0 70.0 52.0 22.4 15.0 41.2 36.8 30.8
2 |T.T.| 15 81.0 89.0 34.8 338 25.5 28.4 29.8 23.0
3 |M.K. 15’ 84.8 85.6 31.2 18.0 14.2 23.6 25.6 16.7
4 |R.K.| 15 83.2 68.8 29.4 23.4 19.6 26.8 29.0 22.8
5 |Y.T.| 15’ 65.5 61.0 60.8 30.4 47.2 33.8 30.0 37.8
6 |N.I.| 17 69.0 69.0 33.6 32.8 37.6 47.6
7 |K.A.| 20 69.0 69.9 20.3 18.4 17.8 29.2 26.2 26.8
8 |Y.I.| 30| 47.6 46.8 19.1 21.0 10.2 18.6 20.1 116
9 |KM.| 40'| 396 39.6 33.6 25.0 13.1 24.0 416
10 |S.M.| 45'| 246 35.8 13.8 9.40 9.04 10.1 18.8 15.9
11 |S.N.| 50| 225 25.4 18.8 21.8 15.1 29.0 28.9 28.8
12 |[MN.| 50| 196 24.8 8.48 17.4 10.2 103 16.8 20.8
13 |S.K.| 55’ 13.4 14.2 10.5 5.76 8.08 9.60
14 [S.Y.[1°11'| 13.4 13.0 9.36 9.04 6.08 10.0 12.1
15 [M.Y.[1°35'| 17.2 18.0 8.84 9.96 13.7 12.1 13.2
16 |T.K.[1°35'| 13.9 13.9 6.68 13.2 5.88 8.68 10.5
17 |H.K.[1°40’ 10.0 9.10 4,60 4.56 3.64 4.72 4.76 6.88
18 |T.H.(1°45'| 17.0 16.8 6.16 5.76 7.48 6.80
19 |T.A.[1°45 8.90 8.90 4.96 3.68 4.12 5.60
20 |H.K.|2°44' 4.72 4.27 3.08 1.60 1.92 2.16 2.32
21 |H.5.[|2°45 5.42 4.60 0.96 2.80 1.64 ND 3.24 ND
22 |T.1.[2°57 4.30 3.07 1.92 2,08 1.16 0.64 1.72 2.24
23 [K.Y. [3°51 2.05 1.93 ND ND ND ND ND 0.84
24 !R.0.|4°08 2.11 2.03 ND 0.72 ND ND ND 1.96
25 |K.S.|5°30' 0.97 0.89 ND ND ND ND ND ND

1) Mm#EPHLUHSHEARE

6315—-S DM HRE L UHBHEBK~OBTHELR
FTaEHNT, BETFER2RMKETENICH LAREE
Bl

#551ki132% one shot BiETH Y, 6315-S1.0g
ZERBAEREAKD A WVWITEEAIEK 20~30 ml ICERE
L, F#R~&S L, ik, TEMREXRCTFES
BRIMZERENS % & FHHICKMIMIRI % IR L 720

RGBT AR SR T % 15 3 5 5658 30
ETH 5,

$REX U 7 M3 ST R ik hN i Mg Y BE% 1775 W,
BERIEICHtd B3E —30°CIc CHIEHRE Lo

LU IRE, R, FEAKR FEASHE F=

ND : not detected
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Fig.2 Serum concentration of 6315-S after intravenous
administration of 1,0g dose (n=25)
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Fig.3 Tissue conceniration of 6315—8 after intravenous
administration of 1,0g dose (n=25)
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Table 2 Concentration of 6315-S in serum and retroperitoneal
fluid after intravenous administration of 1.0g dose
Case No Serum (ug/ml) Retroperitoneal fluid (ug/ml)
' 0.5 hr, 1 hr. 2 hrs. 4 hrs. 0.5 hr, 1 hr, 2 hrs. 4 hrs.
1 43.0 31.7 16.8 4.10 85.0 68.0 31.3 27.2
2 50.0 39.2 15.0 2.86 31.6 41.8 31.0 18.2
3 37.9 35.6 15.2 3.65 56.8 55.3 243 12.1
MeantS.D,| 43.626.1 |35,5+3.8 | 15.7+1.0 | 3.5¢0.6 |57.8+26.7 [55.0+13.1 | 28.9+4,0 | 19.2¢7.6
Fig.4 Concentration of 6315-S in BEREIRE4LBEMN SRS 10 AMT, EFHHD0

serum and retroperitoneal fluid
after intravenous administration
of 1.0g dose (n=3)

90 -

80 - ———= Serum

e-----e Rewroperitoneal fluid
Mean % S.D.

60

50

Concentration (ug/ml)
1

40

201

10

Time after administration (hours)

Thot,
BEBEDONRIZ, FEAML L F, SRBHL 3 H,
FEFHOME 1P, BRIEER O FIE X OREEMHY ~
RO PITH B, ik, ERERICEXESLET
AEFANILFAESEN TV 5,

2. &5Hi%
f{E5HiEICOVWTIE 6315-S 24 AE/K 100 ml &
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Table 4 Summary of clinical effects
Type of R No. Bfficacy rate
infection Diagnosis of cases Bxcellent |Good |Poor %)
Intrauterine Endometritis
. . 1 1
infection
Pelvit peritonitis 3 3
t simple hysterect
Pelvic infection| Parametritis POt simple hystesectomy ! 1
post extensive hysterectomy 9 1 7 1
Lymphocystitis 1 1
Subtotal 14 2 11 1 13/14 (92.9)
Total 15 2 12 1 | 14/15(93.3)
Table 5 Clinical effect of 6315—S classified by causative organisms
Isol No. of Clinical effect Efficacy rate
solates o of cases Excellent Good Poor (%)
Staphylococcus 1 I SEUE S BT IO
E. faecalis 2 1 U S
E. coli 2 1 LS A
Subrotal 5 1 3 1 4/5(80.0)
S. aureus 1 1
E. faecalis | | 4 -0 4
E. faecalis
E. coli 1 S R .
E. faecalis
E. faecium 1 1
K.pneumonige | | | 4 4
E. faecalis
E. cloacae 1 1
M. morganii
__________________ U SN (DI S
Subtotal 4 1 3 4/4 (100)
E. faecalis
E. coli 1 1
P. mirabilis
B. fragilis
__________________ QU RSO U S
E. faecalis
K. pneumoniae 1 1
P, vulgaris
B.vulggtus | | 4
Subtotal 2 2 2/2 (100)
S. intermedius 1 1
P. magnus
Subtotal 1 1 1/1 (100)
Negative 2 2 —_ ——
Unknown 1 1 L —
_Subtotal 3 3 3/3 (100)
Overall total 15 2 12 1 14/15 (93.3)
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Table 8 Bacteriological response to 6315-S

Isolates ::::i:: Eradicated Persisted Er::i:?;;m
S. aureus 1 1
Staphylococcus 1 1
G(+) E. faecalis 8 2(2) 4
E. faecium 1 1
Subtotal 11 5(2) 4 5/9 (55.6)
§ E. coli 4 3(1)
< K. pneumoniae 2 2
P. mirabilis 1 0(1)
G(-) v
P. vulgaris 1 1
E. cloacae 1 1
M. morganii 1 1
Subtotal 10 8(2) 8/8 (100)
S. intermedius 1 1
G(+) P. magnus 1 1
2 Subtotal 2 2 2/2 (100)
g B. fragilis 1 0(1)
G(-) B. vulgatus 1 1
Subtotal 2 1(1) 1/1 (100)
Overall total 25 16(5) 4 16/20 (80.0)

S 4 B AK DK R 13 Enterococcus faecalis
LB 1BILUADTRTOEMICED SN, BYHER
80.0% TH 1o

BAREITHT, >H4RNIFIMS S LIBME L
FRMES S LEBHE, 2flikchoicEiEomb -
bo, ftho | FIIRTHEEREICLZ bOTHD, h
Sicxtd 2 AFDEEKGRIILMICEDON, BHERI
100% CdH » 1o

HEAEREGIEREED 2HEELIMT, ho
KL THAAIBRNCERDRETL, 2FCEYT
Hoto

6. WMEFHHR

Table 6 ICARIOHBEFIIHELERL 7,
HERBEAREF 2 FI28B L 13F S 14 EHE 25 kDR
ahto,
SMBONRI, FRERETIZ Y 7 LIBHE» 4 HE

( ): Unknown

118k, 75 LRRHEH 6 B 105k BRIBETRSS
LEMEN 2 HE 2, Vo LRBEN 2EE KT
H-t,
AR|OEHERIL, s 5 LBHETI355.6%
THo, FxMT 7 LRHE FHES T LBEES X
UKt 7 5 LRMEETIRIWFNR S 1005 TH -7,
THbbL, 25%kd, Bk 16K, fFEdtk, TS5 H
T, AH|O2EH 12 MEFHIHRIL 80.0% %R L7,
7. BIEARBOUVICERREERE

BIfEAIC DL TREBICEE L THEZTHE - oh, X
BlRG5IC L 2 BthEALRIERIZEY ohiih -7,
& 7c, Table 7TiICAFIKRGRIRO MK —, FFREES
SUEREZOERREMOLEEHZ R LI, AEHES
KERTIEXRREEREORAILHICEZHSIL
Mote
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Laboratory findings

Table 7

Sl<|S|8|2|85|8|3(3|8(8|3|5|8|R|2 EE, EMABRSICES S 2 EERREDERICHL
B & I e o s TR LRHBRRY b5 LB LR LHBMAERL,
-—ﬂceo«eggoSooogsae
b i i ] ) S N S S S B S LA bELMDOMY B -lactam AHER], ®HictT =z
SUEE R EEREME HEMEE LAFERSE—BIRK E SNEMENBVT, LHL
EREE e R RERaEE —# T, B-lactam ALK OEHME, EHRO
W, FHERS 2V IAEBRIC X SBBESE b7 5 L
CSlEIE BRI IEIRIE IR R R R BB YV, BIT, CHOSOBBEIHET R, VbW
EREEEEREERERERRRE BESHRLT . LRRERIMREN, SETIEN
R REF R SRR REARRENE BROBTHATHVY SN TV 5,
e i B e 5 S S R S S Bt 7 2 LK1, BREORAKORSICHLT
R N E A P B B B N P F N N P PP B S ECOMAEET S bOD, 75 LRI HT 55
1 O R R AR 1 I NHFNC &S, BUYS LBHEEBRRO MM S K
23 : DEERLIELE ) 555,
EELEREETTECIEREEFET F LR &N 6315-S i3, SN WA
P bl Bl M M H R R EE 5 LIBHEN S 75 LISHEICE S THELKAB AR
ST =lal==le = e = ] 7 NS LERTEA YT 2 LARERITS 5.
1 0 ot T Il Il 51 AR OBERIMEICHT BHEN O 12, BEOLD
0 i o I 5 e S AL PEBEZMREL T 2 LEIDEHTEH - 1275 LIBBEIC
&Zalz[~[~[~|e]e|o]~[<]=]a]s]~[=]~ it CEZ L EZO®ALKEA%ERL, Lt CEZ Rt
- D S. aureus I b@ENHAEAN%ETRT, &7, E. coli,
§§< AEPEEEFITEER RS Klebsiella RED 7 7 LB #IC i, Latamoxef
e P A EA T B E BT S Y AT BT (LMOX), Cefotaxime (CTX) &EZ0#MNHKBH
<lalalel ol lal Telalel o]zl & %7 L, Proteus mirabilis, Indole (+) Proteus,
g Haemophilus influenzae i< {3 LMOX, CTX it L
SRR E AR RIS R R R IR B EAR RS T% % Cefotiam (CTM), Cefmetazole (CMZ) Ll
B REBHAREEENENE LORENEMA TS, & 5IC B. fragilis %59 &
H = T HMKHEIC b LMOX, CTX & b @N A HEAET
=lo|s|8|z|8=|%|3| 22 |5|2| 33|92 .
<|2[3|2|3| 52| 2(2 5|22 5] 215 ¥ 4B, R~ 6315-S OBBWEIRM E L THEH 1.0
iin NEREREERERERREE g one shot WiEBFic & (F 2 MMhME, HEAMAR
Lk Lf ol Laf e B BEH & CRBTEREM D RS RIE L7,
< ERIEEERER R B E AR 2 A% 1.0 g one shot BEERFIC 1515 5 KM MR MM ch
T2 islzlelel2le a3l sl zl 2 2 =l 2 BEQ, B5% 1545 T 76.5%9.05 yg/ml (Mean +
e 1 PO O Y S P P P P S.D.) 2R, LML, BE%M 1 BET 3.4~
5 £|<|%5]2(8]5(83[R¥|8|R[R19]5]¥ » 22,5 pg/ml, %92 B5M 45 5T 4.72~5.42 ug/ml, 44 4
22lelzl2Rlzlalzls sl glzlslelE @ mmMeros~2 1 e/ml et CoOmMEEER
TTelslelelslzlslslclzlelelzlea] =  APEhEEE—HLIRERB S H -2 THo1,
o LA %3] 8] 5|2 = 2|5 %2 5[+ F 7] 2 MR, H5% 15 5T 14.2~60.8 1g/g,
HRBEEEEEEEEEEEEEE IR L L L A e AN L Rl
1 ] Il 0 51l e B HA 2 1R 45 TR FEAREE & FEEHL
l<|213(3(3|8|2(8|5/58(88|3(8)8 #  AoMMTO0.96~3.2 ug/g OREFNBHONL LD
25l lelelalniglnzizlzlzclaala el |00 O BE®MABMERET 5 LN FERBERC
158l ol I B DM TRRIERREUT L~ 720 COTELDE
AR N M M R R E R RS PO BEMADBITHE, BSHMBMN S BIFSC
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&, FR—BORMUEEETILMHONELD, E
BAMBREDE - 2 RXBMTH S E. coli, Klebsiella
M. Proteus K. B. fragilis ® MIC,,M%x+59#H/s—
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6315-S (FLOMOXEF) IN OBSTETRICS AND GYNECOLOGY

TAakAO YAMAMOTO, JINSUKE YAsubDA, Masaaki KANAO
and Hiroui OkaADA
Department of Obstetrics and Gynecology, Kyoto Prefectural University of Medicine
(Director : Prof. HiroJ1 OKADA)

Basic and clinical studies on 6315-S (flomoxef), a new oxacephem antibiotic, were per-
formed and the following results were obtained.

1. Concentrations of 6315-S were examined in serum, internal genital organs and retro-
peritoneal fluid after a single i.v. administration of 1g dose. The peripheral serum level was
76.5+9.05 pg/ml (Mean+S. D.) at 15 min, decreasing to 13.4~22.5ug/ml at c.1h, 4. 72~5.42
pg/ml at c.2h 45 min and 2.04~2. 11uzg/ml at c.4h after administration.

Concentrations in tissues were 14.2~60.8ug/g at 15 min and 5. 76~29.0ug/g at c.1h.
They were 0.96~3.24g/g in tissues, except in myometrium and portio vaginalis, c.2h 45
min and not detected in tissues except ovary and portio vaginalis c.4h after administration.

Concentrations in retroperitoneal fluid were 57.8+26.7ug/ml (MeanxS. D.), 55.0+13.1ug/
ml, 28.9+3.96g/ml and 19.0+7.60xg/ml at 30 min, 1, 2, 4h, respectively.

2. In a clinical trial, 6315—S was given to 15 patients with obstetrical and gynecological
infections such as endometritis, pelvic peritonitis, parametritis and lymphocystitis.

The clinical results were evaluated as excellent in 2 cases, good in 12, and poor in 1.
The efficacy rate was 93.3%.

Bacteriologically, 25 organisms were isolated from 12 patients and the eradication rate was
80.0% .

No side effects were observed in any of the cases treated.



