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CHEMOTHERAPY

M BRI IC 1 % 6315-S (Flomoxef) DEEHKEIMRET

BoOHKZ - KRR - ERIFLE
MEAREEY MW N EBE

(O =i - FkIRM
e S5 RS A

HHEE « EFERC
AERERBESH

HFLLMRINAERBAF Y7 L LRFEMR TH 5 6315-S (flomoxef, AT AH & B
T) BN 5 £ CPIRIE ISR DA BAED 6 FlICER L, TORBHICSERM L/
$1:, BEEBMMFRICET RLF— U2 TR 4PIC20TiE, 8 1 g KRR M
BPLUBHPOREEAEL, EMAFHIRPEITE 7

ARIBEE 6 Btk 5 FIOEXFIBR SR L UEHiEid2g (52), 3g (93), 4g (B2)
AEMEREL, FRE0 1 FicideL Y o —Eick D ERKAAN S 1 B 1 [E 4 g% one shot
T2HM, KBRS gAEALL, AHNBEYEICE T 2AXMOEDRIFRBOENHLIL 6 H
44, 66.7% TH-rto HBHSEKII 138, BARE5RII9g T, SMEAREL, 1HKOD
HIEMALY bo v K TS R F UM (APTT) OBBERR A B0 1,

A&l g 60 SAEEBREEOMPH L CEH BB T, EHHEARTERS I, AHlK
THOFEYMb E— 7 R 42.9ue/ml, HRBOEREYE T (B) B 1.02HMHTH-7, i
HNBE ZQEEEAERE (14#) iKW TE—27/E Cmax. =471 zg/ml (194) THb, I
WRBEREH R ENF T3 3 61 Cmax. (2 12. 4 ug/ml (100 53) TH -1 RIEEFBHBER,
FFHEEREH BMBEICH L, #Hd4SolERLI,

MAY 1987

PLE, AFGHCBABBRRECH LT, BHLEANTHS LN TRENT,

LR &N/ 6316-S (flomoxef : FMOX, Ll
TAHERT) BEFHAAFY LT 2 LEREMEAT,
REOE=MHRZAEME LML LT, 77 LBHEERFIC
cefazolin (CEZ) fittt @ Staphylococcus aureus i<
WMWILE %R L, # 7 Bacteroides fragilis 2#)%
ETHMIHEICH L THHEVRENER D L0
LgEINTVE,

4E, HxIBABEHREOEES b SUARMRRERE
BlE L ORER BB M LALE F L+ — URITIERICE
Flatks L, ToEERNHEL S CICHF - BiAEeE
IKDOWTRH LD TRET 5,

I. % & H &
1. EERHHERICOVTORE
1984 9 A7E VWL 10 B4 HEH L CBEKETM
RAETI - A BRIRBIEER 6 Bl 2R E Lo
WMBEFIDERIT 22 B~T88, B4R, K2/

T EREBRIKABR Y — S(RREN AR Y — YR,
EBE (EBYBRA, HHEE X BT RS (¥
RAIEA, SPIREOIRRW), BBEE (R,
SR REEIRIRIE - 8 A Ot (2R 67, BAEYIRAD),
B (F2Wl HIRSHUIRE) 081 THS. C
h oD 6 PIOARKBRRIE IBLED | PEBRERR L
HE~IBEHKRELL DT, Z0OARIVEBEE
Rk aBBER 20 (1 FRERBMAG), FRER
B L, BEEXL EHREETRS AT BRE
D1 FIERETL D FRBHREELTED, WFnbHH
EHSSEEOBRREER T - 7ro BRI RE AR
S0/ F R & 6 Fch 2 Bl T A h, FTLEBR
RO 1 Pl BERILMREEHR, WABBARL2I L
BaBIUERKO | FICERER F L+ — IRTED
hiz, b, EHERTREO 1 FlIicR, AFIRS%R
B RLF—UdfTisbht,

FREER®RL shoFxRokEAEE1B2~48
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2~ 3EORMMIEL L, HEHMII5~138MT, &
#5832 12~39g Th-oo FIREBD 1Pz 181
Eldg 2V s H—FIRLIOHMEBKRAYL S one
shot T2 BN (FRZ 18D, Kilk8 g 25 LA,

FRBERL SERICHEVTRBICHOREMRE H
BULLEMR I AbAEL, FHESANC piperacillin
(PIPC), cefotaxime (CTX), cefmenoxime (CMX)
REBAPIRBE STV A, K6, KD | flidx
#®%ix 5 HETA S PIPC 6 g/H+lincomycin (LCM)
1200 mg/ BAMEH/RE SN TOANBEHITH D, &K
BiEE b EREBREMEININFTR OXERUIE IS
EELL e Eh,

BRYDROHEREMIZ, FHEG K 3 BLIPICRELE
e 5 BtENERRORBERLA S, ARsaR
RLBE LB bOERER, B5% 3 BEINICER
Fioxtd 2 QbR RORBINA S BH, &EHiIC
ARPAEATOA TV bOEFY, ARNLRDOF
BihrboTEMEMNFRORB[ICIBLULEEARLA
LOEPPEY, BtRAFENREZGMBELD
DEMHE LI,

R BHEOMEFEMREEITEV, SERIISVLT
REMENAELERRERRK (NEZ T L, B0, &
B, FFiteE, BlEE RU L) oW TRF L,

2. I KTBEHAREICEY R

HERBRABKKIEE K U+ — HETER 4 Hl 2R
E LT MRIIEMR 52 ~67 &, {KH 40.0 kg~64.4
ke, BE2p, G 2HT LHEBHGE 1§, HE
Bop, HFIMEERE1FITHE, ChoDKREBOMM
Wik 12~40 BEIC, X#1 g 2 1 BATAERSL,
BB KL +—2 tube 1 SRBHZ 30 5372\ U 1 BRfIRIRR
TARMEIR L, AF OEH b BRE & FE S RE
RRIE U7, BBHIREERALIE | FISRIEE N, 3 HN
FHEEC, KL+ — tube ASD 1 HEEHEEHRIZ
60~695 ml TH - 7o

AFlof s & CEHARE R, Escherichia coli
7437 #REM & 45 band culture bioassay method
KEDHE L7

W MEOBA, Rzt bEEmE (KEAR
3 /AW, 10 WKL ER 0.1M phos-
phate buffer (pH 7.00)2 B W7, BH®D
1§43, 0.1M phosphate buffer (pH 7.0)
ZHV,

M#EHELCEHE2BRT 284813, 01M
phosphate buffer (pH 7.0) ZH\W\/,
¥ i : Tryptosoy agar(¥®) pH 7.3 #F /.

BRu

20N Smm OWE 1 HFRA TV~
MCRERDA - 7o (pR 10° cfu/ml)
*ERAVTT Iml FHOERICKRERLET
SELR.

R H L CREED Y E R - MRFLISS0 w1l o5 iF
L7

B % 37°CTHY 20 BNk, HBLFHIEME
M#lL 7,

3. RMAOEBIMIF

1 7% M B D A2 4 i3 two compartment model ic

&> Tl -7 (Fig. 1),

Fig.1 Pharmacokinetic model

Central Peripheral
compartment compartment
ki
X —~— Xe
kay

kio
k|° Bile

REH-HEit (2, (EAND S DEMHRD—DDEBETH D,
FOREEH k, 3k, D—WEELZSNB, L
MN-T, BHPRE &BHRRNAE S, Bitsh
DO RKEEH R & L TOMIFATHETH 5%, 4AEIIE
HORERFEZRAELLDOT, Fig. 1 kRt LI,
B o 78 BE BB S W 7- 884> % — > D compartment
EEZL, TIAKEN Kk, EVIEEERICHVR
AL, ko EVIBEEMICHVKBTAEELS L
bile compartment NEYR X, 3KRATREN 3,

((ii}t(a = kisXi —ksoXs

CCTCMPREICET ZEERNI NS A—5 (k)
kyi, kio) 3 MPREMFICLDRDHBONAZDT,
JEH S RERITICBE VTR INSD/NS A — 57 2 EME
LTHY, BIRETR -7, b, BEHIZ0 DA
80 AR TRMEINTWEDT, EiFicbW\WTid, B
HPBERIZOHMETOREL LTHR-1,
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Table 1 Clinical effect of 6315-S on surgical infections
Initinl 6816-8 doae Clinical effect
Cnse| Age Dingnosis Underlying disenso daily doscXdnays Organisms Remarks
Sex total Side effect
| 'é':' Veritonits Colon polyps 18%x5 Cityrobacter Good Closure of
y erilonilin (Fnd X | ) nd i perforated
M ‘ndoscopic polypectomy 20g Sreundii None colon
2 :.OM. Fork tomiti Rectnl cancer 8gx7 Pseudomonas Excellent
y ritonitis A -
(Rectn) resoction) aeruginosa Prolongstion
M ¢ 21g “ of APTT
T M. . X Bleeding gastric ulcer 2gx2 4gx5 Good
8 1y Poritonitis due Lo puicreatic cyst " Streptococcus Drsinage
0 Proximal gasiroctomy . nsg
M (Pyothorax) (witln distal pnncrentuctumy) 248 sanguis None
M. K. Gall stone 41‘8);2 Excellent
4 60y |Liver nbacess | . . Unknown
P (Cholecystectlony) (I' rom celiac axis bY) N
Seldinger's method one
s. U. C;!:fc::t;ll choledochal 2gx6, 4gx7 Poor
"y sas C! 1 cancer
5 22y |Cholungitis (|:cl't hepmtectomy with) Unknown
r cysl resection 89¢g None
Gaatric cancer
N. . 2gx6 h
6 78 Subphrenic Total gastrectomy wilh g Sl:p ’{otoc“" Poor Ie
Y abscess || distal pancreatectony ) .n“ eus parotomy
M and splencclomy 12g (After therapy) None
0. B % (SISO) HEH AN TV IV T LMY TH 10

1. BEHYHRICOVTORET
AR RBIERE R 6 HlOBES Table 1 1IKRT.
6FIb 4 PIEVZIEYHHT, 2HANBBHAT
boto EHEHIEWR4FIFIPRIFILIEME
HHELRLICL ZBBRER T, 2#)ic Citrobacter
freundii (JFE# No 1), Streptococcus sanguis (i
#Fl No3) BB SBRIBEINI, S sanguis MR X
NEFIEFIREEIC CMX 235 s TV AE
NTH-7o TR N2 BFEREYESBICHELLF
L— v ook, S Pseudomonas aeruginosa 7%
Bt ah, AFESH] CTX RS IhTWAREY
Tdh 1o AL P. aeruginosa AR & Wi K
N1 L, MEARAREFL — 005 DHRRR
HTCh-1- bW TH-h—HEEZAOND, £
BB 4 PO | FLIFRRDER T, &G0 KE
BBIEEREEELONLH, HEENRENLTIN
TWRVOTHBEIRHTS 5, & bAFIBRERH, S
PIPC, LCM KB R M oES IR TN, h
SOMEHR | TH > foo ARIDEYTH >/ 2 H)id
FITHEERD | fISEEETRED 1 T, ERRT
BB 1 FIIEEE, KLF—Y%2F0, TOBORMN
5 S. aureus KR E N, BE, FHZRSINCEE
%D 1 #icid cefamandole (CMD), tobramycin
(TOB), B TRHE®D 1 Flicid PIPC, sisomicin

2R, ¥ -850z 6 b a6 (66.7%) THD,
BHFIN 2P TH - 1o SEIORFFICEWVWTIE, HEF
BHRICBIL THARBERARIBEEMNTEUM T,

BIEEICOWTIR T LL¥ —EK, £t B s
REFRI 6 HRPIcHONT, NETS T L, R
b, £OMICLR( REFRRRISISNUED 1, &
16 (FER Na2) iI20A APTT DBERERAS
fnrM, AFTIRIVMEY. 7o bor b Bikks
ik CERBETH b, BRI CHMER, T othoR
BRI Aonlih-1,

2. [ X CRBHARE BT 5 &

IER B AIRIEE KL+ — I %781 4 O
% Table 2ic, mMiFH L CEHBD 6315-S BE
AERG%E Table 3 iIcRTo

EHmbREDOH TN~ Fig. 2, #ohk
R®S1¥H)/35 A — 4 % Table 4icRT,

FDNRF A -4 EBOVTHELZABRTROMY
E— /M 42.9,g/ml, i§KHEOEEN T (8)
3 LO2KTH - 7z, BBiHHPRBEICBL, Fig. 34,
RIBENAEH BB % RIE L 7S] No.T Db Tiddi
B EFHIEEEHRELBIE LK 3 POTGSH TiRdEl
BERT, T, BohEMH¥NNRSS—9%
Table 5 icRkd, Fig.4 i EmbReE & FEFARE
FEHBREDCHTIIHIHMBRETRT .
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Table 2 . Summary of 4 cases studied on penetration of 6315-S into serum and bile
Initial ) '
Case g‘g: Diagnosis Operative method Sampling site Dullty bltle
weight| outpu
.F. :
I;Jy Cholecystectomy
7 F  |Gall stone \ Common bile duct | 290~ 500m!
Choledochotomy
40.0kg
. 1;2?' Cancer of the Cholecystectomy I"tr&hepatic )
8 F gall bladder R.adlc.al operation bile duct 191~696ml
41.5kg Hepatiojejunostomy
H Closure of gastric ulcer
56.6 " [Cancer of the Truncalvagotomy Intrahepatic
9 VA . Pyloplasty bile duct | 60~340n!
64.4kg bile duct (Hilar) Cholecystectomy ile duc
Choledochotomy
T.H. | Cancer of the Radical opcration Intrahepatic
10 | 67y - . 170~365ml
56%1‘ gall bladder | Hepatiojejunostomy bile duct
.Okg

Table 3 6315—S concentration

in serum and bile after 1g intravenous drip infusion

. Serum (xg/ml) Bile (ug/ml)
Case ’ S 1i it
: . ’ , , . , , |0~ [80°~ [60°~ [120"~ |180*~ | S&mpling Bite
Before| 30 60 65 75 90 120 180 307 60| 1207] 1807| 240
7 N.T.| 48.4 |39.6 [34.4 [30.8 (21.6 | 880 |0 29.6 |50.0 |29.2 |21.2 | Common bile duct
8 26.2 | 36.6 [28.6 [21.0 |16.2 | 6.20]{ 094 |0 0.46 | 9.30| 0.66| 0 | Intrahepatic
) bile duct
9 258 |46.0 [42.8 |32.4 |27.2 |19.8 [5.10|0.82 | 500|184 [18.0 | 7.30 | Intrahepatic
h bile duct
10 24.2 | 544 338 [27.8 |20.4 [18.0 | 530 |0.80 | 1.52|18.0 |22.6 | 830 | Intrahepstic
bile duct
Mean| 0 25.40 | 46.3536.20 |28.90 [23.65 [16.40 | 5.04 | 0.54*| 2.38"|15.28*(12.09% s5.20*
+
S.D. 1.06| 7.40| 6.29| 5.95| 6.58 | 6.96| 3.22 0.47 | 2.38| 514 |11.00| 4.53
N.T. : Not tested
* : The average concentrations in bile of intrahepatic bile duct(n=3)
RREEEHREDOE— 78 (Cmax.) i3, BE%T95 m % ®

IKAT.lug/ml 2R U, FRBEEHBED Cmax. i3,
3PIE T, BE1% 100 5ic 12.4ug/ml 2R L1

V-7 3800 (Tmax.) GEEMIIcHE D ERE
VWHOD, RIEFMNEHBEZAIE L | FlIFRES
BHBREZAE L/ 3ATHLOHLBEOREERL
To BB, SEIGEENEHRERAIELEA 70 &
FDREH h DB TIRE/ D 30 FFiTE,N S B Sh, B
i {MeTR N5 AR AN A F (B o

NBERBIEER) 6 P AR 245 L, 4 (66.7%)
ICEY - BYPINRS SN, SEIORFTICET AR,
FHOBHEEMNT 2 MEEHRFITHESNAR
Moo bDD, BIGETHTRIRT IS ERENREE I
M UTHBRERDREBS 5 EnMEINEEED
Nz, L KIEERBICERT 5 & BbhiFBicx
L CHIRESHAR N & © A&|% one shot THRAICKRE
L, EINBoNCDRBEETREZEREEDN, 5%
DERDRBICHFTRELONS 2 ELBbh s, Mgk
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Fig.2 6315-S concentration in serum during FRBOERCEFARET KL+ - I 2RRITH
and after intravenous drip infusion of D, FL+—SHRMLERICIRERORBFHERA
1g for 1 hour (n=4) ABRENRAOSNTWVWANY, 2OFRIZLT L LRI
loz‘f/" EIIVAIEV, XPIDORE, WEMKAY, S A% one

shot T 1 MMM T 2 BMBS L THRHZRBH/A,

KHUWKARES, MEARSICHL, BRARSOHHM

g5k FH&K REHNOFARELREOTLOERLR

80t

ol bhs,
AKOEAREICH L Tit, two compartment
° model ic & W+ UM TDN, & DMMDELL

or

B 1 ESMTHD, COMZBEBAICET 3X8ME
BIZ—HLTED, AHBLIEMHICL > T LEMOK
RIS F O EER IRV EMNRENE, Chid
: : AX|DOEHREBHIWIIcL BB LEBDRS,

¢ ! 2 8 4 5 e —%, BH~OBTTH 5408 PBMED Tmax.

201

Table 4 Pharmacokinetic parameters of 6315—-S in patients
following an intravenous drip infusion of 1 g

kig ka1 k1o v a B ti(a) ty(B) AUC

hr'  hr! hrl L hr™! hr™! hr hr  ughr/ml
F.F. 892 4.22 179 534 1440 052 0.05 133 1046
T.M. 539 6.52 295 740 1343 143 0.05 048 458
S.H. 1.14  3.69 0.99 1227 510 072 0.14 096 823

T.H. 9.68 3.30 2.94 4.09 15.29 0.63 0.05 1.10 83.2
Mean(4) 3.82 3.63 1.56 8.23 833 0.68 0.08 1.02 77.9

Fig.3 6315—S concentration in bile during and after
intravenous drip infusion of 1 g for 1 hour

Intrahepatic bile duct bile (0=3 )
Common bile duct bile ( Case No, 7) 21018/ml
ne/ml
50 (o}
16 +
o
40
12 o
30t o
20} 8}
o
10 4
o
0 e 0 . B
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Table 5 Pharmacokinetic parameters of
6315-S for bile excretion.

k18/Vs kso

hrt-L hr!

F.F 0.478 1.80
CTM. 0045 119

S.H. 0.055 1.07

T.H. 0.122 0.62

Mean(3) 0.059 0.85

N REEEH, FREEEHTENREN 80, 10043 &
mAHHRE Tmax. £ b 20, 40 FDOBITH D K
BHADEBITIEPHTH S EMNRBEINT,

$7: Table 4, 5iCR LA BHBLY ko DIEA LB
T8, kg MBLXODATHEN, PNEAVPATH BIH
KEWVETH D, BREMICIE Fig. 4 1IcR4T&K, B
HPRE & MEAPREIZIZZNT VILICHBET S bDE
Bbhs, REERHD, FRIEHSIREDOE—7{Eic
KABDZERRONIN, WTFNLERMENDIEL, &
% SoRMMERZLS LTRATILENRHELEEDN
A, ARIORENLBHPREAMRT 5L, KHII3
BIEORIVIC & b JHEREREE B L £ DFBH IR R
2R3 bnEBbNT,
AHOIERIC2WTIIBthENFRR, ERRERR
DPobESRHEBENEFRRRA ONTZDL LN TE
2aht,
UroRstER L b, hEELV LEEDHLSENE
FURBRIE I 4 A A OFESRICOVWTIE, [H2~
Lg D2~3REBRENEULEL SN,

Fig.4 6315—S concentration in serum and

bile (1 hr. ivd)

4g/ml

80p

60}

40}

20

1)

2)

3)

O : Berum(n=4)

O : Intrshepatic bile
duot bile (n=8)

YOSHIDA, T.; T. TSUJI, S. MATSUURA &
Y .HARADA : 6315—-S, anovel oxacephem
for parenteral use : Antibacterial activity
23 rd.
Conference on Antimicrobial Agents and
Chemotherapy. Abst. 130, Oct. 24~26, 1983
(Las Vegas Hilton)

AR, Kkasi— BAREL: FRBOBEHK
2 — L CICERIZK B X B EERFHIMICOV
T—o BRERAF 36 (11) : 1769~1776, 1981

o EEHE M (3 MEER) : SREFRBICKTT S
AR DB BRAEARKEDORS — 2R
BER 15 FloRE -, BAERAHESE 4
(7) :130 ~ 135, 1983

and pharmacology. Interscience
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6315-S (FLOMOXEF) IN SURGICAL PATIENTS

Ewi1 WATANABE, TosHITADA OHKUMA and YosHIMASA MiyAUCHI
First Department of Surgery, Kumamoto University Medical School

Takuo YamacucHi and MizuHO MOCHINAGA
Department of Surgery, Kumamoto Rosai Hospital

MiciunoBu TANAKA and KunNiNori UEMURA
Department of Surgery, Hitoyoshi General Hospital

6315-S (flomoxef), a new intravenously injectable oxacephem, was administered to 6 pa-
tients with surgical infections and another 4 patients with biliary drainage after laparotomy.

The daily dose administered to the 6 surgical patients ranged from 2—4g with a maximal
total dose of 39g over 13 days. In one patient with liver abscess, the drug was administer-
ed via celiac axis by Seldinger's method.

Clinical response was : excellent in 2, good in 2 and poor in 2 cases. No adverse effects
were observed.

Early and high concentration levels of 6315—S were observed in bile after i.v. administ-
ration of 1g of 6315-S.



