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LIBHE~NDOIRE I N P, &5 Disulfirum
HERLDRBINIRANEATH 5, 7T, BHMER
KB 3 BUHRKRTR, SLRRENEHIhTVSEY,
SEH~ 13, ERARSEIRICH T 2 BREFEICHT 5 AH
DEFRGHAZENE LT, 6315-S 0BBART AT
9 EEbIC, BRUEWH LTIV TRILE
DTHET %o

Fig.1 Chemical structure of 6315-S
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Table 1 Levels of 6315-S in antecubital venous serum and tissue of female internal
genital organs after intravenous administration of 1g of dose

o | e | el | T || i | v | Oy |G | | e | e
(kg) (uglmi) | (ugimi) | OB | ) e | g | el | ()

1. T.K 46 520 |- S0 18.4 - 9.3 14.8 8.1 8.2 7.1 6.8
2. R.Y. 44 425 60 44.2 37.0 186 26.0 16.2 23.2 23.6 15.4
3. H.H. 4“ 60.0 67 23.7 24,2 17.0 14.2 9.1 9.3 9.6 13.4
4 E.T. 67 66.0 40 46.5 44.0 6.0 13.0 8.1 11.7 11.0 7.8
Mean ¢ SD| 50.3£11.2|55.1¢10.2( 54.3£11.8]33.2414.2] 35.1£10.0 | 12.7¢6.0| 17.0:6.0| 10.4¢3.9| 13.126.9| 12.827.4 | 10.9t4.2

* Time elapsed for ligation of uterinc arteries after 1g of intravenous 6315-S administration

ST 44~6T7F (FE1950.3F), {KEid 52.0~65.0
kg (FH55.1kg) ThH-too HEFEZ, FRMAKHEIT
iz, 6315-S 1 g £ 20 m! n&EBEREKICERL, B
ZORPKRARICH 3 AMELTTRE L, FHRE, F
EMROERECFEMRMARRL, B CHBK
MARER L. MRz, RMEESICMEEIRL,
RAEE TORM —20°CICBRISIRE L, EAME LK
BORE, BY, FEAR. FEARGE FEBRES
JUFEESE,S, ehEFN 1~ 3 g DMEKRA EHIL,
K TS L TIHRRSERELLOD, MEX
TORM —20°C CHEREL 1o M S TICEMEBE
A D 6315—S BWE 13 Escherichia coli 7437 2R 5E
# &4 5 Band culture & THRIE L7,

2) Mmichs & BRTEREBH TR O RE

LRABFELBEFAER L. FEBREET, A6
BNV SPERE LI, ESI31~6TF (FiH44.4
¥), (k&2 36.3~53.0ke (F1946.5kg) TH- 7o
Fh5Ic, BERENOBEBAREICRELAT-F2—7

KL= nktst, BEHESEETREENCENL, B

BRI S HEEICBRET 100, RS IEEICEER
Ltz Fl#ETHR, SEAHK 20 ml iCEME L7 6315-S
1 g% 350N T, HBRAICES L, BARTHE
# i R RIE RS S BIRIERR L. £ O®RIBEA
BT0N%2, 4, SEMBICEIIICHBIRMmE, F
V- VB OBBEMHERM L 72, REIENEED
KROAML, mEHZVREERILAZAMEETO
B, —20°CIcHEERE L k. BRiEP D 6315—S RER
320 Band culture & CHITE L 720

2. & &

1) milhs L CERAESEBNRE

6315—S 1 g ARBIRAICEE LLDL, FEBIRK,
KR b A & SR SHMARE L RE L7 (Table

1)o 6315—-S 1 g OMIRAR AT H o il += Bk
$#3%$ COEBIFRIL 54.3211,. 84 (Mean+S.D.) T
B 1o, EREROFEBIRMES D 6315—-S WE L,
33.2%14.2 pg/ml TH O, FEIEHIIREL 7RI
chilEEl2 35.1+10.0 ug/ml THh - 1o SWBHEA
D 6315—S ML, PE 12.7+6.0 ug/g, AH17.6
+6.0 ug/g, FEMM10.4+3.9 vg/g, FEGNHE
13.1+6.9 ug/g, FEHL 12.817.4 pg/g, FERH
10.9%4.2 ug/g THD, FEMIRMAPRE & HEL
T. 51.2% (SR4) ~31.3% (FEARE) &RIFIER
BirrEZHohs,

2) M E & CBBRIEREE HRE
LAMFELHHTRTERDO EMERREL,
6315-S 1 g #FBIRAICES Lcnb, FHMIC, R
WICERB L oAk L, BMREEKP D 6315-S
BMEEAAIE L7 (Table 2, Fig.2), R#KIM#&ADD
6315—S M3, MHEKTEKIC 106.3+17.7 pg/ml
LTHiEA R LD, 304 31.3+6.5 ug/ml, 1B
B 14.7+2.6 ug/ml, 2BMI% 5.4+1.2 pg/ml,
4B 3.314.9 pg/ml LEEOEREFKICDBP
MET MR AR Lico —74, BRELEBFD 6315--S
WEE, 530 DK TTTIC, T7.129.4 ug/ml O
ARBEHoN, 2 BER%IC 18.7212.3 pg/ml LTRE
2Rk LAEDBI3, WEPHEETOERAZD o/,
SRl THE 9.824.6 pg/ml OFEVRENHR

EhTwis,

0. & K &) & &
1. BEMREBTHE
WARHRR O M BRAE BE 24 FlZ R, 6315-S
5L, 2 OEEKNEHME LRI OVWTRE LG,
MSEM I3, BBRMEEL 125 PEERELEHT 5
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Table 2 Levels of 6315-S in antecubital venous serum and exudate of
pelvic dead space after intravenous administration of 1 g dose
Age Body Time (hrs) Levels of 63158 (ug/ml)
Case No. 8 Weight
(yrs) (k) Materlals X 172 1 2 4 8
Serum 108.0 - 17.5 6.6 1.9 21.2
1. T.X 67 36.3
Exudate - 17.7 24.4 17.0 9.1
Serum 121.0 - 14.5 4.8 0.8 N.D.
2. ALK 42 50.0
Exudate - - 0.6 6.3 9.6 10.2
Serum 115.0 32.8 10.5 39 0.7 0.2
3 T.M 40 53.0
Exudate N.D. 31 340 37.0 35.6 14.1
Serum 81.0 24.2 16.0 - 121 10.2
4o M. 2 50.0
Exudate N.D. 0.4 5.9 10.1 13.0 13.2
Serum - 37.0 15.2 6.1 1.0 -
5. E.H. 31 43.0
Bxudate - 17.9 20.1 15.5 5.2 25
46.5 Serum 106.3¢17.7 | 31.3:6.5 14.7¢2.6 5.421.2 3.314.9 7.9210.1
Mcan ¢t SD | 44.4:13.4
£6.8 Exudate N.D. 7.169.4 15.7¢13.1 | 18.7¢123 | 16.1211.7 9.8:4.6
X : Samples were collected i diately after pletion of i s 6315—S administration
N. D. : Not detectable
Fig.2 Levels of 6315-S in antecubital o2, 1 Wfl'dﬂifl\ﬂfff‘ﬁﬁﬁ?illﬁﬁﬁﬁbko
venous serum and exudate of BEEHOEKRYDBHEIZ, ROBEICHE 3 BREICH
pelvic dead space MLt
(ug/ml) %) TEAMBERNIALRICEFLLHELER
KE- flﬁéo
1004 Ta yonewssemm 6% TEAMEERY I LA R BOEABET
""" Exudate of pelvic dead space .
(Mean £S.D. n=5) L, e0kiaELIEA.
@Y TEQMEERN 3 AMEAL THHELEL

x%l 2 4 8 (hr)

x : Samples were collected immediately after
completion of intravenous 6315—S
administration

2HABT), FERRREH, (FENBSREAHT
22H1%80), FEMBBRAF, SVERREL I, SV
b MRE | IR 24 BITH - 12, EHIER, 6315-S
1 g% 250 ml OAERREAICHERL, FAlELTHY

o
Ro

1, F#, AL EAROREL AL TEHTH-
1bDRFEDEETHEHEHEL o

2. Bk #&

BAREROMBBRE 24 FIEMRE LT, 63155
Ik BB %AE4T1E » 1< (Table 3),

BEMMIZ3~13 80 (5 7.2 BM). RESRE
6~4Tg (F¥14.7g) Thoto LIEDOHRUERSE
BESCEERRKE, EY5H, B 188, EH1H
Thh, BYHRIZ05.8% LBOTENERANEGON
tzo HEFEIRR TIE, Case No.l (Staphylococcus
sp), Case No.5 (Staphylococcus aureus, Staphy-
lococcus sp), Case No.6 (Escherichia coli), Case
No.15, (Staphylococcus aureus) DREF T, A
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Table 4 -1 Laboratory findings before and after administration of 6316-8
Case No. 1 2 3 4 5 6 7 8 9 10 11 12
RBC B|477 | 481 |421 |446 |446 423 | 411 | 405 |[370 |440 |[418 |415
(x10Ymm3) (A [ 470 [475 |[410 [449 432 |416 [368 |429 |416 |405 |406 |404
Hb B| 140 | 143 | 89| 135| 125 | 103 | 12.6 | 11.6 | 131 | 13.7 | 136 | 12.4
(gid) |A] 137 142 94| 135 124 | 103 | 103 | 124 | 132 | 122 131 | 121
WBC B| 56 4.5 43| 35| 101 | 111 44| 40 3.7 | 127 | 122 | 149
(x103mm3) |A| 6.6 39| 30| 43| o8 5.6 52 3.6 48 | 5.1 50| 42
~ Plateler |B| 25.3 | 21.8 | 356 | 233 | 159 | 415 | 252 210 | 179 | 230 | 19.9 | 29.6
(x10*/mm®){A | 25.4 | 22.9 | 40.8 | 224 | 205 | 43.7 | 26.2 | 21.8 | 23.6 | 26.4 | 242 | 349
GOT |B| 18 17 10 16 11 15 16 12 20 7 10 23
(KU)y (A] 23 35 20 22 13 51 11 17 20 14 20 18
GPT B| 27 14 11 13 9 20 8 8 13 2 6 19
J(KU)  [A] 32 40 29 22 15 63 15 20 13 5 9 14
AlP B|122 {110 |114 |108 6.4¢| 5* | 42 62 41 72 |129 82
(umy  [A|147 102 |123 | 107 5.9 5 37 62 50 65 | 117 76
BUN |B| 11.9 | 154 | 69 17.5 | 12 7 9 15 12 6 6.4 | 11.3
(mg/dl) A | 126 | 123 | 11.7 | 125 | 12 10 9 11 15 10 8.6 | 115
S—Creatinine|B | 07| 08| 06 0.9 0.6 0.6 0.9 0.7 1.0/ 10| 07| 07
(mgd) || 07| o8| o6 07| 05| 09| 07| 04| 08| 07| 08| 08
B| - - - - | +5 |+4 |+1 ND. | ND. | +1 | +4 |+5
CRP
Al - - - - | +1 - - - - - - -
B: Before, A: After, N.D.: Notdone
* KA-Unit

BickhRBAOHENZDH A, WFhbBRAERK
WEMEERL TV 5,

6315-S Itk 5 L BN LEIERIZ, &5 246
th, 254 %% (Case No.5), FT#] (Case No.6), &
EORFBMELHE - 28BERE2HEEK (Case
No.17) R& 1 Hl, F3MicBHohis, VTFhbib
et 23 CERELOTIEL, HERATERICE
REB, EFRREBERHR L 34 (Case No.5, No.§,
No.17) icZsoh, 2#Hic GOT, GPT HoBEE D L
R | FIC/MREBOBER T 2207245 WFhoiE
Flb, B THREPNCER{LL 2 (Table 4),

m % %
. 6315—S 1 g & F1## KA < one shot x5 LB 4,
£51% 50 HEICIFEHRMNAPORELT, BEHIE

%D 5. 2% Hh o, RETLFEABRD 31.0%LLT
DEBA, WHESREEKNIC, BIFSHERBITREDON
Too & OICHERAICIERS L7 6315—-S &, BRERE
WHICHHPCHITL, E0RRIEMICHAE-T, &
N BRENERINE CENE ST >, LI LD
o, ERAHAROTENRREE IS 5 6315—
So@ENIEWHENREI NI,

Z2 T, ERAHBBOMERRE 24 flicd L TE
Flic & BIEBRETIEY, BRAUOM LTI VTR
MEFE 1, 245IF 234 (95.8%) LBHT, HVWE
HENED o, WYL HE L/ 14 (Case No.13)
BEREE L (REREESH) OEERT, AFD1
Bdg, BEICLBEREIEMTFE -, EERM
BEROKENED SNEM T, LILORRHE
EMCESOWTRDEHEL, TEMBSEK/HAE L
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Table 4 -2 Laboratory findings before and after administration of 6315-8
Case No. 13 14 15 16 17 18 19 20 21 22 23 24
RBC B | 390 363 433 479 424 404 498 483 396 440 439 414
(x 10‘Imm3) A | 347 394 432 395 386 403 440 357 397 393 443 360
Hb B| 11.6 11.4 13.0 14.2 13.9 12,5 15.3 14,1 7.8 12,7 14,3 | 125
(ga) [A] 101 ] 124 | 130 122 | 131 | 125 136 | 103 | 7.4 11.3| 149 | 110
WBC B 8.5 [ 20.4 5.8 7.7 5.1 8.1 11.8 | 10.2 6.6 19.6 9.7 | 115
(x103mm3) [a| 59| 72| 63| 62| 49| 87| 102 S6| 74| 74| 52| 70
Platelec |B | 22.0 38.2 35.4 30.8 30.0 23.4 | 241 18.7 | 41.7 46.8 | 20.6 21.7
(x10%/mm3){A | 54.6 | 623 | 401 | 301 | 231 | 255 | 211 | 21.8| 41.4| 535| ND.| ND.
GOT B| 12 12 3 9 44 14 19 10 21 7 10 10
(KU) Al 17 17 ND. 7 147 14 11 22 16 8 16 N.D.
GPT B 5 11 6 10 51 12 8.9 0.6 38 11 8 11
(KU) |a| s 15 | ND.| 9 |221 14 82| 05| 24 6 10 | ND.
Al-P B| 86 109 5.9 | 102 112 91 4.5* 5.2*| 100 57 115 52
(ran) Al 99 109 N.D. | 82 143 90 ND. | ND.| 93 37 78 N.D.
BUN B 8.2 14.5 8.0 9.7 8.9 15.5 10.1 8.9 12 7.4 7.3 | ND.
(mg/dl) (A 7.3 10.9 10.0 9.9 8.2 13.0 7.7 11.1 14 5.2 10.6 | N.D.
S—Creatinine{ B 0.5 0.8 0.4 0.7 0.6 0.7 0.8 0.8 0.6 0.9 0.9 | ND.
(mg/dl) [A 0.5 0.6 0.4 0.6 0.5 0.8 0.7 0.8 0.6 1.0 0.8 | ND.
B|+5 +4 - - - - +1 +2 +2 t +6 -
CRP
Al - t - - - - - £ | +1 - t ND.
B: Before, A : After, N.D.: Notdone
* KA-Unit

F—UEER LI Wik bAFBMEREMRELICEC
%, #it% 8 BEICIERBR Lo nBREEAT L, BEIC
E ot FKICHEL L-IPENRH NS, Escherichia
coli MM Eh, AHIcHTARZIUAROERI
MIC (10°CFU/ml)=0.2 ug/ml TH-7 T &hb,
AEMICXTLTH, 6316-S DEMEMRE I NI,
BIERIE 3 FIcBH S, WFhbkSodi%
MHELTHREEBLELDOTEL, BEERTRILEPH
o, ERDOHEES, ELERREMTIR, 2HTR
BEOFBEEN, | AITEECI/MIEOETHED N
fois, BERTHRIBEBLLL, ULOER» S,
6315—S BERAMBABOMRERECH LT, &
TRNEREDENED Sh b &dtic, R2iNEL
FRTHBLEEAON, 7T LBHRBEICL 3REED
AT, RIHEPCS S LBUEESHIRABREMN

AR S ERARRRORRE IKHT 54K
HoaHEIRES N,

b4 [

1) GOTO, S. ; M. OGAWA, S. MIYAZAKI, Y,
KANEKO & S. KUWAHARA : 6315-S, A
Novel Oxacephem for Parenteral : Bacterio-
logical In Vitro and In Vivo Study. 24th
ICAAC, Abst. 201, Oct. 8 ~ 10, 1984
(Washington)

2) UENO, K. ; K. WATANABE, K. KAGAWA,
M. BUNAI, T. KOBAYASHI & K. SAWA :
The In Vitro and In Vivo Activity of 6315—S
Against Anaerobic Bacteria. 24th ICAAC,
Abst. 201, Oct. 8 ~10, 1984 (Washington)
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3 WU EEXLEREELRE, R RV 4 BELZ, WLxki  BRREOCTR & LERE,
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BASIC 6315-S (FLOMOXEF) IN OBSTERICS AND GYNECOLOGY

Sewt HANADA, Kyous1i Yamamoro, KaTsuo Ikuta, MINORU MANzAL,
TakavosHl Nakayva, KiNnicHIRo MizuNo and YosHiAKl YAGAMI
Department of Obstetrics and Gynecology,

Nagoya City University Medical School

KoseEl YAMADA, YosHIHIRO HAvAsHI, Tsuromu OsHIMA
and Hirovuki FuaJita
Department of Obstetrics and Gynecology, Ichinomiya City Hospital

MASAHIRO IKEUCHI
Department of Obstetrics and Gynecology, National Hamamatsu Hospital

Yozo Suzuoki, HisaAyuki Kuroki, SATosHI Miwa
Tomoyuki KATAHIRA and KANEMITSU SHIBATA
Department of Obstetrics and Gynecology, National Nagoya Hospital

SHOTARO ISHIDA, HISAKATSU ISHIWATA, YASUNORI NAKAHARA
and SHoJ1 KAJIURA
Department of Obstetrics and Gynecology, Tosei Hospital

Tokyu Ocawa, TeTsuo MaNo, CHIKAHIRO TsuJi and Asako FuJdiura
Department of Obstetrics and Gynecology, Yokkaichi City Hospital

TakasH! KiTAMURA, HirRosHI SAKAIDA, YuTaka OKUMURA
and HARUHIKO IMANISHI
Department of Obstetrics and Gynecology, Nagoya City Higashi General Hospital

We conducted basic and pharmacokinetic studies on a new cephalosporin antibiotic, 6315—
S (flomoxef). The following results were obtained :

1. About 50 min after single—dose i.v. administration of a 1g dose, it transferred favourably
into the tissue of the internal genital organs.

It also trasferred rapidly and satisfactorily into exudate of pelvic dead space and remained
at the same high level 8h after administration.

2. 6315-S was given to 24 patients with gynecological infections. Efficacy was evaluated as
excellent in 5, good in 18 and poor in only one patient.

3. Notable adverse effects or abnormal laboratory findings were not observed except for 3
patients with mild side effects and 2 cases of transient and slight elevation of transaminase,
and 1 of slight decrease in platelets.

Our results suggest. that this drug is useful in the treatment of gynecological infections.



