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1. 6315-8 % 1 ByMIh i TRt B RIEES Hik PRI, 3 B5ME I MMIA 27.0 g/

ml ?‘E@&H'\bf]“:ﬁﬂ) Lo

2. FE, FEMRBEBKATGMER, FHLS %K 2 ~2.5FMICH O THIPIKID 6.0 g/
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6315—-S (Flomoxef : FMOX) i3, HHRYEEHAA
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aureus IKHEWIHEINS5LENhTVWSE, 77 LEBH
BHici, BMEEBRE LMOX LRE%E, Fd@EIciE
LMOX tRIENZENLUEDHEWVIRENNS B LEINT
WwWaY, Lol MpPEEDOE -7 LMOX X9 {&<,
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Fig.1 Chemical structure of 6315—S
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oW T HEABNEN I ERRETRET 21T > . O TRE
T35,

1. 6RBEORE

1. %

1) BBFERES ik RE

FEERCTLAKTFELRFLZET LI 4HICOV
T, 6316-S 1 g% | BRIH G CTAMBELZTHV, A
BWETHNS 12BMIchio> TRRERE KL — o Hik
ZREBFAGICIREN L, EIHICHERID bR L 72,

2) FEHS, FEHRBHAKRAE

FEHE CHEFELRFEZBTLSAICOVT,
AK 1 g% | B TABBEETRV, FEHKRE
X5 iC B ANBIRME X CFEMKD, 72 FEH
BRESHABERN L, SM#EIMEICoML, SHK
BHREVFAXL, TDOLBHAREIC L.

2. MEHE

6315-S D BRERE (3, Escherichia coli 1437 % &
EE & 75 Band culture & CHIE L 72, MFIZE=H
o—LIZAV, BREESHKS KTHKIZ0.1M
Phosphate buffer (pH 7.0) %A\ CHE#ihia 4 ER
L7

I. B B

BRFEES HEPRES L OMMARE Table 1,
2BLUFig. 2 iR &I, BREESHADRE
i3, MERELD 2~3KRBATHTL, HEMER
27.0ug/ml G, LIL#K L 8 i1k C 4. 83 ug/ml,
12Bf% T L. 18ug/ml OBREXR LT,

—%, SHDFE, FEMBSSHEBRTYRES,
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Table 1 Serum levels of 6315-S after intravenous infusion of g/ 1 hour
Secuin lovels of 63158 (ug/ml)
Case Age 5 : A
(years) 12h th 2h 3h 4h Sh 6h | 8h [ 10h | 12h

1. KA. | s7 42,0 19.5 9.5 5.2 2.05 0.9 0.33 022 [ nd | nd | nd
2. TK. | 53 86.0 30.0 16.4 7.3 3.6 1.84 1.12
3. HK.| 61 54.0 23.2 14.0 4.9 3.1 1.68 0.81 nd | nd | nd | nd
4. MN.| s5 66.0 19.2 11.6 3.9 1.58 1.18 0.52 nd | nd | nd | nd

Mecan +5.D. | 62.0¢18.8 | 23.0:5.02 | 12.9¢3.0 |5.33¢1.43 | 2.58:0.93 | 1.39:0.43 | 0.70:0.35

Table 2 Retroperitoneal exudates levels of 6315—S after intravenous infusion of 1g/ 1 hour

Age Retroperltoneal exudates levels of 63158 (ug/ml) o
Case | (vears) 0 12h 1h 2h 3h 4h Sh 6h 8h 10h 120
1. KA. 57 6.4 14.6 23.0 23.0 21.2 12,6 5.8 4.2 2.6
2. T.K 53 1.9 4.25 134 44.0 49.0 320 22,0 15.8 11.7
3. HK. 61 9.0 12.0 141 17.2 122 11.6 9.2 8.6 2.5 1.28 0.81
4. MN. 5S 0.97 10.2 9.9 226 25.5 16.5 8.6 51 2.3 22 1.54
Mean ¢ §.D, 4.56¢3.79 | 10.2624.40 | 15.1¢5.58 | 26.7¢11.83 [ 27.0¢15.7 | 18.2¢9.45 | 11.427.22 | 8.4325.27 | 4.8324.72 | 1.74:0.65 | 1.18:0.52

Fig.2 Serum and retroperitoneal exudates
levels of 6315—S after intravenous
drip infusion of 1g/1 hour N=4

pg/ml,
60T

50

o—e Serum levels
o—a Retroperitoneal exudates levels

8 10 12hr.

Table 3 ICRT & D ICARIX SR T %472 ~2. 5 BT
FHA2ARIN 6.0 v g/m], FEMIRM 7.2 L g/ml, FEHRKE
2.6ug/g, TEME4.3ug/g, FEHFEM 4. 4ug/e, F
FEM A 5ug/g, PR A5ug/g, NE4LTug/g TH
H, FENEAOBITHLLEVERICH 5 bDODERLF
T HARRESITIE 2R L7 (Table 3 ),

I. &K MK
1. MgELHE
*$%1268%0 60 2E 9 A A o B0 61 &£ 3 A £ TABIRK
LE-FEABR LA, SL MY RIRE L Fl, FEAR
BAE | fl, FE@RGE | #1003t 4 BITH 5.5 H .
WhblE1gx 1 H2E, | EMOSEBETI~
4 HRHES L1, AFIDBEEKRDRE L VRIFR ORI &

Table 3 Serum and genitalia levels of 6315—S after intravenous infusion of 1g/1hour
Time V. Uterine Uterine
enous .
No. | Case Age after Serum | 2F*€YY Oviduct | Ovary
injection serum Endome | Myome . Portio
. - Cervix s
trium trium vaginalis
1| s.c.| 3 | 1°50" | 40 5.6 2.9 42 | 38
2 H.T.| 35 2° 00° 5.1 5.6 4.9 1.2 2.6
3| T.S.| 69 2° 05" | 10.2 13.2 6.3 5.5 4.6 7.5 6.1
4 T.1 46 2° 20 5.6 6.0 5.3 4.2 2.8 4.3 4.6 5.8
5 M. K.| 47 2° 35° 5.3 5.6 2.5 3.3 1.3 2.7 3.0 3.2
Mean 6.0 7.2 4.7 4.5 2.6 4.3 4.4 4.5
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Table 4 Clinical effect of 6315—8
Age BW. Diagnosis Inolated Daily Duration Effect Side
Case | vears) | (kg) | (underlying discase) organisms W dn:B:tlmc) (days) | Route i Bact effect
Acute Srnphyloénccw p. (+)
1 Endometritis coage () .
18 64 1,0x2 4 D.1 | Excellent | Eliminsted (-)
N.N. (Abortion) Negative
2 S. aureus (+++)
n 61 Bartholin's abscess 1.0x2 4 D.1 Good Eliminated (=)
M. s. Negative
3 Puerperal §. aureus (++)
24 52 Intrauterine infecti 1.0x2 3 D.I Good Decseased (=)
M. K. (Stillbirth) S. aureus (+)
E. coll (+++)
4 Pyometra Peptostreptococcus sp. (++)
B. distasonis (+++)
83 44 1.0x 2 4 D.i Poor Decreased -)
T.S. (Cervical cancer) E. coli (+)
Table 5 Laboratory findings of 6315-S
RBC Hb He Platelet | S—GOT | S—GPT | Al-P | LDH BUN S—Cr
Case |((x10%) |(gra) | % |WBC |(x10%) (U | (U | (U | (U |(me/d) |(mg/dl)
1 386 12,1 36.1 7,100 | 33.5 21 28 7.1 270 7.9 0.5
N.N. 403 12.2 37.5 5,900 30.3 35 35 8.1 251
2 400 13.0 40.0 8,600 | 18.8 10 8 4.1 175 20.9 0.7
M. S. 432 13.8 42.5 4,500 19.1 5 14 4.6 232 15.4 0.9
3 452 11.4 | 36.3 | 19,100 20 12 18.0 8.2 0.5
M.K. 462 11.8 37.8 6,700 23.3 7 7 13.8 8.8 0.7
4 374 10.3 32.5 11,400 21.0 13 10 8.0 196 10.2 0.9
T. S. 368 10.0 31.7 12,300 18.6 17 9 8.4 196 19.9 1.3

ELIARIRSRIEOMK—BRE. IFRIERE. T
HERBZEHBL. AROLBOFRII VTR L,
2. EBRZREERLE
ROY|EEEICE > TIBRBEICKHIEL, $Hb5,
FEAMEERS S BURICELSHEL, BRICL
fe- 1544 %F%, JBLUAKKREERZRL, £0K
BERLBAEEEY, 3HEBLTHREIIKEVES
REHE Lo LD L, ABBINELETE - TEYTH-
b, ERHEETLTEYELIS

3. BRARAGHE
EERARHERET L7 4 FEF% Table 412, AFIKkS
B OEKREE% Table 512K L7

BEFDOEREB% Fig. 3~ 6 1SR T,

fEF 1. N.N.18i%k SHFEARR

REAZIIBING0FE 108 138L0 7TAMT, 128
THEERIKTHROZKAZZ I/, 125 238XLD 10
HRtEE MM 5 LXE, P61 E 1 A 6 QRS (37.6
C) LEHITHESM HRHMm» b KEDOLH TLR
2%, FTEABML D Staphylococcus coag (—) 538
L7, 6315-S 1 g2 26 4 HEITRMEL, THHE
HE BmMEELED BB LA, 6315-S0¥
WHITH B,

fEF 2. M.S.328& /SILbY VIR

B60& 12 A 1T HAL O ARMAFIHES Y, 188
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Fig.3 Case | acute Endometritis,
N.N. 18y. o 64kg

Fig.5 Case 3 puerperal Intrauterine infection,

M.K. 24y. o 52kg

Days 1 [ 1 ] 3 [ 3 [ & [ 5 1 6 ]
‘c [ 6315-5 1gx2tday (4dayn) | D.LV.
40
39
38
nkF ‘N\‘\‘\H\‘
36
Lower
abdominal | ** had + - - -
pain - _
Tenderness | ** * - -
WBC 7,100 5,900
CRP 3+ 1+
sor a 35
GPT 28 32
BUN 7.9 9.6
Isolated Stephylococcus sp. {+) (=)
organiams | [ Coag. (~) |

Fig. 4 Case 2 Bartholin abscess, M.S.

32y. o 6lkg
Days 1 [ 1+ T 21T 3T « T s T 6]
.4c0 Lﬁ!lS—S 1g x 2/day (4 days) ] D.ILV.
Eiter
39} |
38+
37+ /’\\’_.
36
Flare and
Induradon [ ** * * - -
Eiter - + + - - -
WBC 8,600 4,500
CRP 24+ 1+
GOT 10 5
GPT 8 14
BUN 20.9 15.4
Isolated _
organisms S. aureus (+++) =)

LOIERES D, 19 BYHPL. BRRICZTAIZBIIK
DESNIV MY VIRINBOEEL, BEPICHA. BARE
B,

ZEDOAREMELY S. aureus 3B L 7, 6315-S 1
g% 2[@, 4 TR, REOHER, QMEKKORD,
BWbeMib L7, 6315-S DEWHTH 5,

fEfl 3. M. K.24 % EBTFENRRE

BAF0 60 £E 12 A 17 BiEHRE 39 @O RRARHDOTE, B
Bkhxs, MEOCEZRHSE, BERELD S. aureus %
NMELI, 6315-S 1 g% 2[E, 3 BMDKEET, RM#M
Mk, BELERLL, AMKRKLRADLL, BLHEDL
120 6315—S DEERYRIERE L1,

fEf 4. T.S.83% FEEAME

FEF0 60 £ 8 AtAK kB HMab 2 ik, W60 E

Days -1 [V [ 2 [ 3 T« T 5 [ 6]
°c 6315-8 1§ x 2/day(3days) D.LV.
40+
39+
8
7k '/‘\‘\._.
36
Lower g
sbdominal s had M - -
pain - - . -
Tenderness
WBC 19,100 6,700
CRP 6+ 3+
GOT 20 7
GPT 12 7
BUN 8.2 8.8
Isolated
organisms S. aureus (++) (+)
Fig. 6 Case 4 Pyometra, T.S. 82y. o
44 kg
Days T 1 1 ] 7 ] 3 ] « [ 5 ] 6}
o
C [ e315=s 1gx2dey (4dayn) | D.LV.
40}
39+
38
37k 0\._.\_./0——0\.
36
Lower
abdominal [+ + + t t
pain
Tenderness * M * * * -
WBC 11,400 12,350
CRP 4+ 6+
GOT 16 17
GPT 10 9
BUN 22.0 19.9
E. coll (+++) E. coli (+)
Isolated Peptostreptococcus sp. (++) Anaerobes (—)
Organisms | g distasonis (++)

11 BA20BELDEMS D, REZBL, REROKRS
(EHIBIEARE) 25 bRMHHEL, RETHNA
ELTHHMANEIN S, MEREOFERIEE LD E.
coli, Peptostreptococcus sp. Bacteroides distasonis
oM L7, 6315-S 1 g 2[@, 4 HRITHRMH, BHUESR
B IHELI:bon, AMmMEkK CRPORE
3%, 2EBORIMERBERLIA, E. coli 3FF
HLIDT63o-SDEHHE Lo LAL, TOIE
FiTiddE 3~4 BRERFRZS LTV 25, BRNRE
Li:oTirEuwnrEBhbhs,

DrERAMUSBIEREIARO>LEDLH, B2
Bl BH1HAITH -7 BHEP, EAICEIERIZED
ohe, FLARRSHRICEVLTEKREBICREE%S
BBl bDREM T,
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CIME, AR, RMAIOMBRBAIITEDOAT
WAN, BOhTHICtE 7 x ARIERIZ, B—HAHK
HEFBRE I OME, ARARS S LOK, 8-
ST -PIRLDEER LDELTES, EEHAHR
ERSMECMRENBIRLTE .

6315-S (3 LMOX ic#k & Oxacephem #&ii4E#| & L
THERUXAAFTAR SN bDOTH S, FHI
LMOX 280 M=t RIALERNF W LEhTWVE TS
LIBERIC L, RORRAINH D, oMb, IEEIC
& > T\ % Methicillin fittk D S. aureus it L, &%)
RBEUNRHLEINTVEY ,, ERABRAROIREN
DHFEEL, BHONEFIOBBICLD, VW OMERH
BETLWAIENEHEINT WS, bbb, E coli
PADHBED 75 LIAHEECRIERTH 5 Bac-
teroides M EMO KR ICH 5, WIAR BB TRE
Ihalebind, FIMBELOEMBEL LTHRES
NBIENBLY, SSREZHAREROERICLD
WEHIR T b B —lactam FICiEit D& 3 S. aureus %
RELTRUESKW, 56, AFKRSHIZ4HEDEV
M, DBEE X S aureus 2 #, Staphylococcus sp.
coag (=). 1 #l, E. coli, Peptostreptococcus sp. B.
distasonis DEHKERG: | AR S hic, S aureus
1 % (case No. 2 )& Staphylococcus sp. coag (—)
1 # (case No. 1) {3k L7, o S. aureus 1
#l (case No.3) (IFZ., HEMEKLE 1 #) (case No.
4) B2EMOMTHERIZHKR LA, E coli i3HK
L7:o Case No. 4 DfEHIX, 2g/BD 3 BRI TEK
FERKDIHER, REFROBXBEEDA SN, &
BEABGT AR ERSEIODVWTERTRENE S0
X5,

BERYBRIAGIHED LF.BEDH2H BH1HTH-
12o Dbhid, X SICKR | g DEMmBEROBERTE
B LETHT, FE, FENBSHEBABTRELR

ML, RRERSHACNEORRMI, RERTHRS
BMIC 27.0ug/ml 2R L, Bk, 12B5MI%TO
4.83ug/ml, 1,18ug/ml TH~7o

FE, FEMARBERNREL, EXREHRT RN 2
~2.5MIcBWT, FEAM2.61g/g, FEHM 4.3
ug/e, FEMM4. dug/g, FTERMA5Sug/g TH-
feo —%, AN, HIWEENEN L. 50g/g, 4.Tug/e
ThoT

BRENICRN L 4 Fld 3 izWIh bEULLET,
3PloMHEIE, S. aureus, Staphylococcus sp. coag
(=) OV LIBHBTH > 1o EPMDIEL, BRI
BARVH, FRIOHENEBREES LA NES L
UFE, FERRSEBARENSHT, EBAHFER
RBFEICKIL, DROHLIEMEEL S,
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6315-S (FLOMOXEF) IN OBSTETRICS AND GYNECOLOGY

TosHiTaka Oki, TETsupey UeDA and YUKIHIRO NAGATA
Department of Obstetrics and Gynecology,
Faculty of Medicine, Kagoshima University

Pharmacological and clinical studies of 6315—S (flomoxef) were performed, and the follow-
ing results obtained.

1. Average peak concentration in exudate of pelvic dead space was 27.0ug/ml at 3h after
i.v. infusion of 1g, which thereafter gradually decreased.

2. Mean concentration after i.v. infusion was 6.0zg/ml in venous serum, 7,2xg/ml in
uterine arterial serum, 2.6ug/g in endometrium, 4.3ug/g in myometrium, 4.4 ,g/g in the
cervix, 4. 5ug/g in the portio vaginalis, 4. 5ug/g in the ovary and 4.7ug/g in the oviduct.

3. 6315-S was administered to 4 patients with genital infection for 3 ~4 days at a dose
of 1g b.i.d.. Clinical effects were excellent in | patients, good in 2 and poor in 1 patient.

4. No side effects or adverse effects in clinical laboratory findings were observed.



