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uel/g, REREZ10.9 pg/g AW, Wik T—tube N SEBMOMBH CI3FH51.4+15.8 pg/ml
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D, CNoDEHNBRHINBICE - T, EEMY
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fit ficephem ZHERDOREATH 5 7 7 LIBHEE~OH
BADBXET7Na—NEDORERHEHRLHEY
BTH5 Y, oIk, 40 6315-S 0REEZY,
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vFig.lﬂ Chemical structure of 6315—S
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L-FIICEEAETEGIEV, Kigil D pH 1% 4.0~6.0
(100 mg/ml &) Tdh 2o

6315-S DIHEAR 7 P, KBTI Cefazolin

(CEZ) tRIZF N %27 5 LBMHEHICN L TR
L, 77 s EIC 3 RE L KRV T, LMOX it
BE3BVRENETL, Bic, EBERMICRHROFV
Escherichia coli, Klebsiella pneumoniae, Proteus
BicntL 3.13~6.25 ug/ml D&V MIC 2R LTV
5, KM ICK L Tix, Bacteroides fragilis & O
Clostridium difficile 72 & ic¥ LBWREHE T T

REMPHE X LMOX L » P9EL CTM LEST
B, 1gBEROTY (BH) BMU.2THE, R
PikittRIL 1 g Wik 12 E TT 0% 4T L.
LMOX #ARERERBE T 513t L 6315-S IRHAF
RBYTH 5, BHit~i3, o cephem KL b bk
BNECHTL, QEZRHHRERS  OEMH
200.0 pg/ml L EOBME AR T, HER~DHTIRM
FREL D PPEETH 28, ERICKD S BEETT
MBS THX LMOX & 0 9 REW,

BHHTHEE LMOX L0 $PF VR, #55hi
6315-S DAMA B Rpc it s h, Rbic#e~3%
DEERMMHIBH SN S, BEKARRE POAT
BETHD, 60% D LMOX kD {EETH 5,

B15-S it 1 g () AHD vial Hl& L TRES N,
0 ml DEFAIEK < 7AM L TRIZICER L, 250~500
ml®D5 %7 Ky 4k & 7242 500 ml @ Lactate Ringer
BN LT 2o

SFik 518. 44 DY)

2. XTRLEH
EPIIBIESBLD 12BFTD S » AMICKMER
AR B & AL REFBRABHCARE, iMREB L 71fE
FloHs, £& LTHMABEMEMRE LT, 1L HLIC
5L T635-S DR RERB L. EFIE2F
&0 83F, BU8H, KMEIHTH 7o EBFITIZ,
BHERESICAH L PR E 7 IR RIEMNE 6 5,
SAEAR IR RN 2 TR THRE: + ~ +F
Mikic &0k LB 5 L AR | #1, kT
FE 7 o— U EMICK ARILEMMAE | i, BEERMTE
WD IR Ak LRI 2 | 5, BRI
A6 U THIER IR 1 6, SEREERICAOFL
TORFREMEMRSE | FITH - 72,
COfICBRE 47, SHERER | HlOFNFL LS
FBREICT T—tube KL+ — S HITORERD 2 #ic
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BRERL, 6315-S MEZAIE L 7o,
3. BERYRBROHE
BRVWBROKE AN, tMEREEEIZLT, FY
BY, PPEY BHOLIRAEL, BOBEDKROEM
[ 2% AN
%% (Excellent) : 5 3 BURICBRIER B L Ufth
BEROBE LI LD, BREICTERENHE
LicbD,
% (Good) : 4 ~ 5 BLNICIERD ¥ Ll EAHR
FRRBRLICLD, ERBICTERBDOAKE
Fo DA KBRS b D,
PHE% (Fair) : 6 ~7 BLUANICERDO—EHH:B
FRBRLACLD, BRENBDLLIZbD,
&2 (poor) : THLEZB L THERMNIEL LW
NELELD, BREDOED LBV LD,
ChoDERIIL D BEFMICOVTORNEB -
TERRZN R D ¥IE % MifT L 720
REIDBARHOERICLVABINIHEEDS
b, BEBEEEAON, HOROVEVLDERVTE
REEL, £06315-Sicxtd 3 MIC % B A{LEHGE
SOMEMEE O IC X DRIEL .
4. (& - BN BRERKORE, AEFHE
6315—S DfEH, HME EDORERIED 7 DRKEHR
BMREROLHICH -1,
FREFHEERR U ERE 45, BAERERZD 1H
i3, FWEIIC6315-S 1 g & MiEICXDIZRE L,
BHCHER 2B INTWAEER, +o1uHittiR%
B\l L EHMADTERL, 63156-S BiEkL DR
EHEI £ TORR £ 72 1335 0 M 4T E W B D iR %
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o OREEW 5 KNP (RMM, BT X LT
BBt L,
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{3 3,000 rpm 15 MO MO LR D L& RIEICHE L
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phate buffer solution (pH 7.0) %%, ULTRA
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ER LR O L®ERIEICH LI,

6315-S MERITEIX E. coli AT HARER L T 5
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T AR (KPF, pHT7.3) 2B LI, i
BARFMETIZE PERZEME (KEARE), Toft
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fERILER Lo

O. & & K #&
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6315-S DiEH B L UOMHBABE LR L7z, LITHESR
IR EBR NS,

1. KRR

10 PofE~x DREII & 22 HBE RS X OFRBIC
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DEBRIEICL BERERS T, 6315-S Dik5134H
250~500 ml @D 5 % 7 K7 % /- i3 500 ml @ Lactate
Ringer MICIERE L, 1~ 2 B5flo> A iEic & v WifT
Lo 1 AR5 RIBEM1I~4BLV06D5MiT1g,
FERSBLUT~11D6FIZ2 g T, | BRS5EHIZ
TRTIH2E/ETH -7, H5EHHIT5~20 BN,
BESRIZ10~80g ICB XA,

EREODR I NIERI BT, BT 20 kEB,
6315-S icxt4 3 MIC 4% 6. 25 ug/ml Ll L D#kiZ a —
Streptococcus 1 tk, Staphylococcus epidermidis 1
#k, Pseudomonas aeruginosa 1 #k, Enterococcus
faecalis 3 tk¥ £ ¥ Candida sp. 1 %kDH THTH -
eo CHUADKIRTRT6315-S OFHHENMFX
ha MIC %87,

6315-8 DHRMRISHD 4 5, AW, W 1py
THHRIZ 00, 0% TH 720 BMEABLOKMIcL S
EROLNABEMBEMAORK IBD Shith o1,

1) M ek PR AN %2

Table | @ 5 Fli3 M REBRICSH L REEAN
ﬁ?b 60

2P RBYIRKEMT LT VAL, BH 1~ 4 Tiz—
RENCHAM L TWA iz, 6315-S 5®0EAMD
MBI TEIMN -1, 6315-8 HEMDE LB L hEN
M%7 IIMKDERIZLDBI-bDTH 3B,

EFOEMIcH>VWTRIET 3,

£ 4, N.T.22F, &, 4E48ke

BISOEINA2BLVETHERLERRERLHL
Tuiedt, BERIBEDI-HERLEEL TV, L
LERMHERET, EAOKES LSO 123 8ARK,
1284 BFHEETLE. AROXILIDIZET, )
BROBBLIMANSD, REEMBERLERLTL
oo REARHOERICLIDAKRD E. coli thER
? Klebsiella oxytoca ¥ & U a —Streptococcus %18
2o 6315-S o4 3 MIC i3 ¥ h&h 0.025 4 g/ml
PITF. 0.05ug/ml 5XUf6.25g/ml 2B, &
FYRE—KREICPABL, #Hik6315-S 1g, 182
EOSBBELE S SMET L. MHEEHLRELT
EUMN-M ZBRTTRLEREKLOENLH
ELE, BFABLVERREBEMORERZHSIE
fJ":f-Zo

£ 5. US.713F, %, 4hE S8keg

4ENMEOMMAH VMBS ES ASH, SHHE
ELTAB FhEMTLE, hEIMEREEIFA
L. BESARCBRBLIERLTW, RETREFY
+—JAKITL. RHOERICEDARDE. coli
& U K. pneumoniae % 12%, 6315-S icxt4 3 MIC
RENFN0.05,g/ml BLUO0. 1pg/ml CTHo1,
#itk 6315-S 2¢g, 1 B 2 Bl SMMBiEE 11 ARETU
Fro BEETHROD KL F— IS0 ERHOERGE
BUETH-1t. B5%2BETTH HBREARDER
», FYHLUTFINL, AEASLCERREEDORR
BEDSNEM -1,

2) SR RIS

Table 2 <Rk LA 6 ~10 D 5 i34 DREKL
L BRREMMRDERTH 5,

UT&ERICOWTHEIET 5,

£/ 6. Y.K.17F, B, (kEs5ke

BIEH & D EMA S D, RE ML CBEIN5ELA
21 BABE, 11 B 28 HE#% T Lo RERIBERE
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Table 1 Clinical efficacy of 6315— S after intravenous drip infusion
on acute localized peritonitis

Case no., 6315—8 Isolated organisms Clinical
1), . . Daily dose, MIC 10* cells/ml and
'a::((aync)l Diagnosis, remarks, duration (ug/ml) adverse
Body weight total dosis, Bacteriological effect effect
1. HE, Acute localized peritonitis 2g, (1x2), before 6315—S treatment, Good
24 M, with phlegmonous 5 days, K. oxytoca 0.05 (+) None
54 kg appendicitis, 10g E. coli 0.05 (+++)
appendectomy, E. faecalis 3.13 (+)
not tested after treatment,
unknown
2. SO, Acute localized peritonitis 2g,(1x2), before 6315—S8 treatment, Good
25M with phlegmonous 5 days, K. pneumoniae 0.1  (++) None
55 kg appendicitis, 10g E. coli 0.05 (++)
appendectomy, C. freundii 3.13 (#)
not tested after treatment,
unknown
3. TK, Acute localized pcritonitis 2g,(1x2), before 6315—S treatment, Good
9M with phlegmonous 5 days, E. coli 0.05 (+++) None
58.5 kg appendicitis, 10¢g E. faecalis 125  (+)
appendectomy, not tested after treatment,
unknown
4, NT, Acute localized peritonitis 2g,(1x2), before 6315—S treatment, Good
22F, with phlegmonous 5 days, E. coli <0.025 (++) None
48 kg appendicitis, 10g K. oxytoca 0.05 (+)
appendectomy, a-Streptococcus 6.25 (+)
not tested after treatment,
unknown
5..US, Acute localized peritonitis 48, (2x2), before 6315—S treatment, Excellent
73F, with gangrenous perforative 11 days, E. coli 0.05 (++) None
58 kg appendicitis, appendectomy 44 K. pneumonige 0.1 (+++)

with drainage,

no growth during and after
6315—S treatment,
eliminated

BOBRBTEIL, ARHEBBREAHL TV, hE
VR FLF— U a7 L7, RRBOREZERNT
87, MEEXMYRIRETH 5, #itk 6315-S 1g,
| H2ElDMMEHEIC & Y MBRA DO HBMAREIT L1, #
5HMI 16 BMTH 7. 4 BETHL, HBLRD
LEREHR S Nio BRI - 1oA, BS5HTLD
EYLVE /Mo LR4EY, BE55h—8 GOT52, GPT
BELEREEH LA, 6315-S #5£TL, BRI 10
BRERMCELADT, AHLORGERREVLDLE
ioha,

BH 7. K.W.50+, &, (6% 53ke

BRISSETH 20 B, FEMEFAMAICAR, Bk

BREICTHEBRBEHZ L2 SN, 8A 11 B, HAi
SARASAIRIC CRIBRE 7 ) v B v /L NSRS R A%
7. 8 A 13 B& 0, MHAHD, 8H14H
BRPAZICTARNCABE, FHEBITL, BABICLY S
ROBEEFHBENH D, WERRLF—VEBT LI,

R K DIZRIC X D 6315—-S izxtd % MIC ¢ 200.0
pug/ml U EOHEROEXE P. aeruginosa %181,
% 6315-S 2g, | H 2 B SMBPELE 5 AMKEITLA
N, RMIFEL, HERLBLET, BREAORD LR
DM > DEHEHEL 7o BIERB L UAFICK
AEERBEDORBIIBDUMN -1, 6315-S hiki%
LMOX 2 g6+ UCFS 1 g% 1 H 2 BA®E
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Table 2 Clinical efficacy of 6315-S after intravenous drip infusion
on acute diffuse peritonitis and other infectious disease
Case no., 6315-S Isolated organisms Clinical
.
age (yr), Diagnosis, remarks, Dlily.dose, MIC 10° cells/ml and
sex and duration (ug/ml) adverse
body weight total dosis, Bacteriological effect effect
6. YK, Acute diffuse peritonitis with 2g,(1x2), not tested before and Good
17M EIHSYC;.OPS, PeffOl’ﬂgVC 16 days, after 6315—S treatment, None
appendicitis, appendectomy
55 kg with drainage, 32g unknown
7. KW, Acute diffuse peritonitis after 4g,(2x2), before 6315—S treatment, Poor
50F, cranio-abdominal shunt 5 days, P. aeruginosa >200.0 (++) None
53 kg ogc;anor‘x due to rupture 20 ersisted
of right internal carotid g persiste
aneurysm, and paralytic
intestinal obstruction,
laparatomy with
drainage,
8. TY, Acute diffuse peritonitis due 4g,(2x2), before 6315—S weatment, Good
35M, tolpe,rfo;attwe phlegmanous 9 days, B. fragilis 3.13 (#)  None
colitis of transverse ¢ P
67 kg (Crohn’s disease), catarrhal 368 C. d}fﬁc‘llt 313 (#)
appendicitis and duodenal eradicated after 6315—S
ulcer, appendectomy with treatment and appearing
drainage, before 6315—S Candida sp. >200.0 (+)
treatment, effects of AMA-
1080 2 giv.d. for 5 days
and LMOX 4 g i.v.d. for 3
days were poor and unknown,
9. YE, Acute diffuse peritonitis with 4g,(2x2), no growth before, Excellent
37 M, lef; redt.ropenton.eal ?Pi\s;:ss 15 days, during and after None
and adiponecrosis of le
62 ke colon mesentherium due to 60g 6315—S treatment,
acute pancreatic necrosis, unknown
ileostomy with abdominal
drainage, before 6315—S
treatment, effect of CPZ 4
g i.v.d. for 10 days was
recurred,
10. IM, Acute diffuse peritonitis, chole- 4g(2x2), before 6315—S trearment, Excellent
83 M, cystitis withf c{:oleit.hiasis, and 20 days, E. faecalis (+) None
aneurysm of thoracic aorta :
49 kg with heart failer, cholecyst- 80¢g no growth during and
stomy, cholelithotomy after 6315—S treatment,
with drainage, eradicated
11. NT, Right lower chest and hypoch- 4g,(2x2), before 6315—S treatment, Excellent
67 M, 01',“1’ ic 355;“5 Wit: liver 9 days, K. pneumoniae  0.05 (++)  None
abscess and acute hepatitis, .
63 kg incision with drainage, e E. f.'aer.‘alls 100.0  (++)
before 6315—S treatment, during 6315—S treatment,
effect of PMPC 200 mg p.o. K. pneumoniae 0.05 (+)
for 43 days and CPZ 2¢ S. epidermidis 078 (+)
iv.d. for 14 days were h after 6315—S
recurred, no growth after -
treatment, eradicated
FICTRELENTH -1 ABE, FHRAMT LA, BN 5 &Mk ESRCE
ER 8. T.Y.35F, B, (hkE6Tke W, BITHIBOMIRICTER & RIEWENERH T, G

BMSOESASBLDETHERMHD, 8H6H KBEORE L+ IEBRBOSHNS D, hEIRE
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Wit K L — V&M L7 itk monobactam &ifE
# AMA-1080 1g, 1 B 2 B0 R#RE%: 5 BT
Lo f, LMOX 2g, 1H2EICEEL3H
EEE LAt THT 2 bR 5720, Xk, &
#@é LT 6315-S 2333 MIC At 3. 18 ug/ml @
B. fragilis % £ U C. difficile A FRIED >N B f:
», 6315-S 2g, | H2EMMMEICEEL, 9BM
5Lk, E#EO LMOX i34 % MIC & 100.0
yg/ml &7 L, 6315-8 I HE M, SIS I ICK
L, BOHRLARLEDEHBEIN, ERKER
Bidilk L AVL RO Candida sp. DB EBH 1=,
BER S L UARIC & 8 & Bbh B ERREMORK
ZHohEh-

#p 9. Y.F. 37F, B, kE62ke

BMiNS9EQATH, RRMLLLEEHEASD, &2
HRES LTAR, FHEMHITLR. BEAICKROM
HREENRDD, 77 —YilEIZ 2844 BT ERL. B
PR REREOEREND D, SHEMMNTT BN L,
BRK KL+ — %M LA, CPZ 2g, | H 2 EAM
BiE 10 BMBRSELTVAD, 9B 16 BELVETH
BEGLUBBENICEARBEEZ2%, 98 17 BMER
DRV TEMET 5. SKBXUTITRBOBMM S
SUABBOISHMEL S b, BN CEBEL
B, MEBICFLF— VBT L. RitDOERIZ
BETERES L CABEENDRITHTH - 12 Hik
6315-S 2g, 1 H 2 S MMiIE%E 15 HMES L1, 3
BRFRIIERCRDL, THLALDEYEHE LT,
BfeBE LUAKICL B EBONAERRBEBORE I
Zhonkmot-,

VEM 10, LM. 83, 5B, kE 40kg

WSO8 A 26 H&k WM. MWotZ KA, 85 28
B, SHBES L TARR FHEHTL, MBS
DEEXSD, BRIIHIEAL, BERFK, BEIF
Web-rko HEREREE T2AREMBRICT, 2
FRENRRO 7 BB TR EABRE, BERL
ERL, WRAICNLF—U%8E L1, #itk 6315-S
2g, | B 2EAMMEL 20 HRRE L7, 3HKTH
U ORI RD LED LT L, BABELT
FHROD E. faecalis £187-%, BOKEEBZD. B
fRBLUERIC L 3 L BbNAERREBORY 2
WMot

3) IS E & O F O Lo L B AR A

1 AIDERIC>WTRET L 1o EHICOVTBRET 3,
EH 11, N.T. 67F, B, K& 63ke

WM50ES 58 H, 30.5CORMEREICTHRC

ABE, AFHRBE G L U MMEEF I TR E S IF TV, B
FIS0 68 A 178, NIMERTICRRME MEFR%E
18, 8B 1B EUIMUEIN, FLr—UEMITESL L
bic, HEHLE LT6315-S 2g, 1H2ERAMMESE
9 EMMEIT U7, ERME L TYMIGOMM OERICK
h XD K. pneumoniae 35 & Uf E. faecalis %1
A, 6315-Sicxtd s MIC 28 h#h 0.05ug/ml &
LT100.0ug/ml &R L7z, 6316-S Mtk 2 BEIC
13V &D K. pneumoniae ¥ &' S. epidermidis %18
2o MICIZENEN0.05ug/ml LT 12.5ug/ml
ThHh-t, HERICIERBADBRERN, BERYHR
22ETTHL, HMLBDLEDEHES N, BHE
BELUFHICL B EBDONAERREED R IEZD
Shlih-to,

4) EERYERNPOE &

6315-S DEMEFIIT T 1 g (/1) 8FD vial
FITHAH, EFcE) 1EIEFARIZIgE/id2gT
H->T, KBOEFREICL->-TEMNH-1, 1 BES
BT XT2ETH 5N, BEMEIEIS~208IcHE
L UEEF I RMAMBEE S,

NPIDERHBRIIEH L6, BH6H, WUHLIHT
BRI 00.9K DERERL,

MEFEAIRFICHENT, BUEFAIERXBAELTP.
aeruginosa HRREENTEH D, 6315-S ixx4d 5 MIC
13200.0ug/ml LLEERL, BBDEZDIEN1H,
thOERTIX—E D REE T 6315-S D MIC N HE*%
RTHOBH oI, ZIZLPITRREDIHEEIEY,
EHIOEMELBY St

BfEELT, 2RICBVWTTLL¥—, BRER,
HLBRBE LT I2RERIBDONS, 1
Table 3 iI/RT T& <, 6316-S 5 HjKDEKRE E
KHBWVWT, AFick2EBbhsARBEREDOAL
Mhateo

1, —HOERT, BSHXDIFHLE BWRELY
DETHARBHONIR, ThoDERIIHLTHEIC
LA, BE2IBRE LB,

2. i K OHHRA B

Table 4 ICRHAEE 4 1, RERELR | HloFHEIC
BiraEH, E® REL LD 6315-S REOAER
B, BIUFHBFICRELLIBLEDS S 1 Hl& 2 0fth
1 D T-tube IC & 2KBEE N L+ — JEF DB
RIEENEH~OBITREERER L

REREFHIEFICRTE L 72 6315-S ORIBEBEH~DH
T, 1 g®iE& 365L0 110 5% TORET, 50.0~
364. 0 g/ml OYEETR L 720 BBBABEH~DOBITIL,
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Table 3 Laboratory findings before and after 6315~8 intravenous drip infusion
to infectious diseases

RBC x 10* Hb g/dl Ht (%) WBC s$-GoT $GPT Al-phos BUN mg/di,

Case Before After Before After Defore After Before After Before After Before After Belore After Before Aftgg
..

"HE, 24 M, 563 518 166 152 48.1 445 9,600 8000 17 10 s 13 8o 100 130

1

2.80, 25 M, 473 458 151 140 455 409 9,600 4500 17 18 17 1 6.3 43 130 150

3T K, 39 M, 46) 513 15.5 157 440 46,7 19,200 7,200 12 13 18 14 4.3 57 1o 90

4 NT, 22 F, 404 441 113 120 336 364 7,000 7,400 13 23 8 16 4.4 3 70 110

S.UsS, 3 F, 42 466 135 130 410 380 14500 7,800 23 39 26 33 8.8 9.5 181 168

6. YK, 17 M, 468 529 16.0 13.2 443 407 11,200 7,000 19 24 11 24 9.7 7.6 9.0 100

7. KW, 50 F, 365 428 123 140 350 425 21,800 7,300 23 58 13 103 7.8 6.0 73 162

8. TY, 35 M, 353 467 102 128 310 395 9,000 10,500 77 18 96 24 8.8 6.2 156 140
9. YF, 37 M, 422 378 142 119 42,0 335 27,800 11,400 34 23 3s 48 10.1 7.7 226 139 .
10. 1 M, 83 M, 423 422 133 129 390 385 14,600 6,700 37 69 28 121 7.3 74 228 158
11. NT, 67 M, 479 481 145 143 435 420 10500 7,300 53 59 118 113 152 109 206 221

BiEK 1T HED 115 5T, BEEPAER2 0.66~5.90 15D, BYBBRE~ORGHLELILD, =R
pg/ml ThH-7cht, BEBWEMES TIX 116.0ug/ml cephem ¥ic X3 2 XSSOSR L TR, LirL, B=
DOEREBTLED, BEE~OBITIZT. 120/ 8 cephem iz, 75 LBHRICKHT 25 HIHE
Mo 2l.8ug/g DMEER L, RIEFEHRICKS BT LD, BT 5 LBMEE, Bt T FoR
T-tube RIEF FL+—- JDEFH TR, 2HiIcHVT Btk ABREHIBEL 1L > TR, TITT 1 /BN
BRELIH, BiEEK302LD 30093 TT25.8~81.2 RELDHBANRFEINTRTVEM, —%, cephem

ug/ml OBITEBH, FRIAEHRE LTR, BZHROBREFTILLOEH
REFAOHITIX, 1 FOHTRELIITEL, 7 KOBRELSED Y S LBEEICH L TOAVRES

1ot BiEKR 205 T10.9ug/g OBITEBEDT, 2HTAEROBARICHERIT A E L > TR,
ath 6315—-S BEME LR 75 LEHRERICHT 2%
m * ”m WHENEEL, 3oIK7 FORBREDT T LgttE

BLEWABMARY b5 LLBIERB L UBHDDIW KL THRVWIREAEZET 5 XML LTRARSLEL
TMLD, B—F 79 LERERI, 48, EHEAR  oxacephem ZREHHRLENO—DTH 2V, AMOH
EROENEI >TWB, &I cephem RIEHD BRRI PLRHFABETIR, 77 LAMERCHLT
g, YRIEETFLL, REFEREAEOENELHS it CEZ LRI%. 75 LBHEICE, BREEXKRE,
7 KOBE, #EEKELEDS S LBHEE KBHE, LMOX & RZE0HEVREHERTY, $7:, CEZEY
MRBEL LD S LRERBICHT 2 E—HHHRD DEBT FIREICD cephem £F LD bBOIE
cephem ZES A, ARFINLEAVSH, FHEEOM NETTY, WAUEATIEY S LBtES LRt
MY, REHZREBEICED B, o3RRI bicHWHEAN %R L. B, B. fragilis K#<, C.
%435 B—lactamase EHHEAH L TWAE _HAD  difficile ic bIEN %R TS . MIC RETHVWRENY
cephem ZEHFINBN, CHIEHERARY FAKE S ZRL, O - TEBRIBRBIAI( V. &1,
IKERKENTWVWREIANS, KRBICHBIAERIOT S cephalosporinase B N—R 4K %, FEALOHDL-
E1D D25 5%, &5IC cephem HDOPAR, #Bi3 8- lactamase ICBHPTEETH D, <7 AERHBRRT
lactamase IEME EBIC T T ARKBEEBICHT A0 in vitro REEAICHG L BB R LTV B
BhHZEDB=HRLELD, Z2O0—BRITICHES 6315-S OMiE, AEBEEOMmbRE L. BRI
fn, ¥&LUTEERRE, BaGtBRAEC/AOZRNL dose—response A L34, E— 7 iz LMOX il
22685, ~PPELS, K@ (8H) b LMOX o#%Tleh

—%. BRPEEAEORHEOAESCEMRL, VY54 HT4.29) 1g | BEHSHMETSL63THE %
HREE i, BEHSLIVREERELBINTVLE Rebhitt i3 | g Mikik 12 BRI E TTBOXARL,
Proteus I&, Citrobacter B75 & DEEIC & 5 B IE Aifs LMOX, CTM & R#icBiFs it 2Rl T,
Eh, Lhb—HOBTH, WHEICL3ERAE  LMOX Ot 4R kRAR it L CTAMIREES
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Table 4 6315-S concentration in serum, common duct bile, gall bladder bile,
gall bladder and appendix wall after intravenous bolus injection of 1g
Cise no., Time after: 6315-S Laboratory
age, sex and Diagnosis, remarks, injection Site concentration ﬁnding'a at
body weight {min) (ug/mlor ug/g)  operation
1..TO, Subacute cholecystitis, cholangitis 17 Gall bladder wall 21.8 RBC 427 x 10*
74F, with cholecyst-choledocholithiasis, 17 Gall bladder bile 0.66 Hb 14,6 galdl
58 k cystic duct was obstructed, 36  Common duct bile 50.0 Ht 415
g inflammatory degree of gall bladder 39 Common duct bile 91,0 WBC 4,400
wall (++), cholecystectomy, chole- GOT 24
dochotomy with T-tube choledochal GPT 16
drainage, organism no growth, AlP 5.1
BUN 12.5
2. TT, Subacute cholecystitis with 53  Gall bladder wall 20.6 RBC 435 x 10*
73F,  cholelithiasis, cystic duct was 53 Gall bladder bile 5.90 Hb 13.8 g/dl
k obstructed by calculi, inflammatory 59  Common duct bile 364.0 Ht 39.5%
57k degree of gall bladder wall (++), WBC 6,300
cholecystectomy, organism in gall GOT 20
bladder bile no growth, GPT 15
Al-P 6.3
BUN 11.3
3. TT, Subacute cholecystitis with 103  Common duct bile 200.0 RBC 489 x 10*
33M, cholelithiasis, cystic duct was 115 Gall bladder wall 7.48 Hb  13.5g/dl
60 k not obstructed, inflammatory degree 115  Gall bladder bile 116.0 Ht 40.0 %
8 of gall bladder wall (+), WBC 5,500
cholecystectomy, organism in gall GOT 20
bladder bile no growth, GPT 15
AlP 7.1
BUN 9.8
4. KH, Acute cholecystitis, cholangitis with 105  Gall bladder wall 7.12 RBC 572 x10*
71F, cholecyst-choledocholithiasis, 105  Gall bladder bile 3.08 Hb 17.4g/dl
55 k cystic duct was obstructed, inflam- 109 Common duct bile 118.0 Ht  54.0%
8 matory degree of gall bladder wall 110  Common duct bile 260.0 WBC 10,600
(++), cholecystectomy, choledocho- GOT 65
tomy with T-tube choledochal drainage, GPT 326
organism in bile was no growth, AlP 242
BUN 18.5
17 days after operation, 30 Common duct bile 81.2 RBC 419 x10*
cholangitis with T-tube choledochal 60 Common duct bile 80.0 Hb 13.2 g/dl
drainage, 120 Common duct bile 50.0 WBC 8,900
180  Common duct bile 38.5 GOT 22
240  Common duct bile 54.8 GPT 30
Al-P 5.7
BUN 6.2
5. FT, Subacute cholangitis, T-tube chole- 180 Common duct bile 29.6 RBC 435 x 10*
74F dochal drainage, 300 Common duct bile 25.8 Hb  13.4 g/dl
66 k’ organism in common duct bile was Ht 38.0%
g no growth, WBC 5,600
GOT 35
GPT 25
Al-P 8.9
BUN 11.5
6. MT, Acute phlegmonous appendicitis, 20  Appendix wall 10.9 RBC 487 x10*
50F, prendectomy, organism in pus 60  Serum 194.0 Hb  14.3 g/dl
61k . coli (+++) 0.05 He 415%
b ] K. pneumoniae (++)0.05 WBC 12,500
GOT 20
GPT 15
Al-P 5.7
BUN 11.3
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6315-S D EIEABITIM D cephem K& 0 b [T
THo, EHA~DOBITIE LMOX &b bR {BITER
TH, PHROMRETH S, MEA~DOHITIZ LMOX
&H LEREERT Y,

6315-S L1 BAKMIRDERR LMD & & %
T, MAMMS K, KESANM1ELg | H2ER
WECTHRE SN, RAVEEWBRIZ 73 4%50HY
RTHb, JHMBABLEIC 81,3%, MRS T3 0% D
EYHRERLI. SMEBOBEKYRTIZ, 75 LR
HETB.5%, VS LBHRTB0.0DEYHRTH
n, BBRBRTIZENEN 100.0%, 58.3% Th 7,
77 LBEBATOEKRENEVDIL, 6315-8 At
Pseudomonas B+ Enterobacter R iz{i B A FH A
ERBRLAZDDTHAS EMEINTVLEY,

FES06316-S ittt AEERYRRFE ML D
FERIC &k 22 EMMZ 105, AFRBICAHFLAARTIR
BIAD LI ATHEMN 1E1~2g%1 H2EAH
BiEICTS~20 8MORkE T EH4H, HYH6H.
S| 1 PIOBEHE 90. 9% DRLREZD 7,

ERBONMINIIEMNIIFITH » 1245, 1o 2
D55 143 6316-S HEREDORENTES, fho
1 iz SRk & ISR BHEO L HREFHIYHRIIR
HTh-1, 1, APID2MRTRICAH LIRENK
R TIE, FHBICEREORRITRTHD, £h
Fh2~3BKOE%2BIN, REVREFNLF—-I%K
AEF—REICHAB LD T, HkOMEFHIREIIR
HETH - 7o, 6315-SRERDEXREBLDAT, T
honEXEIIHELI-bDEHTEEINS, BEHHD 1
#iid P. aeruginosa HhER M I M, 6315-S
#E%bLRLET, BRDRLEHTEH -1, 6315-S
FERE IS L CRINEA B LT, CoRbIED
ZFRUBVHLDEELA OGNS, ZDOHMD 4 FI TR
28 6315-S 5 %ML L, MBEEHNPRIINET
bt ERBSDIPMcHBWTIR, 6315-SB5KkEER
BilE LA, VRO Candida sp. 3R h, &
RREEZEA SN,

6315-S Z5 I L AEHER I 2MBH SN 1,
6315-S #EHiI%OEKRAMA Table 3R LM,
AHICL 3L EDNAEERREBORE LB OIL
hoteo HI—HOEMT, 6315—S 5 HIDIFHEE
&<z, GOT, GPTEHOGE#EA LHTHorEHnoh
fett, FHOBSICLVRRRIBDONT, KRS
THIENARETD - 1,

REFOFERAEARNTIICEBLT, ToRER DR

RARNDIBITERRT 52 & ABDTHERL C £ &
WAB 'Y, 63156~8 DEERYROME L 2Tz,
EFOEMICTEMOEH, 0l HIBH 5L oxe
HERTHBBY RE~OBITERR LI, WEE4H,
RBEMEEE 20, RB4E RIBEEE 2FAOFERIcELT,
6315-8 it L FIBUB~DOBITERE L 12, Kl
6315-S 1 g &MEL, HPICHKRHERRL, E. coli
T437 B MER & T 5 bioassay ETHME L,
FHIc (s 5 6316-S DRIERBEHARE L, B
% 36 &V 110 5 % T 50.0~364.0 1 g/ml DRE
AR, F49180.0+124.0ug/ml Th 1o EhbbIc
AEL-BUEBHAREBERAZNTIE, Pk
17534 D 1055 % TT0.66~5.90ug/ml, FHy3.2+
2ug/m OBITERLI:. HERIERICLHOR
ANTHD, REFEHEOZTEIZVDOT, ZOBEE
BH~0O#BTIE, OFZNMLTEERLIOBFTLE b0
EEZOND, BEBOREMI 1 DA TEH 1M,
ZORBYEIEH ~DH T IEWiEik 115 5T 116.0 4 g/ml
DEREELSL. BYEABMLEKELBHE, B
BAMEIR, BiERITHLD II5HETT, 7.12~218
re/g, ¥ 14.3xT. 1 ug/g DRELRL, BHEER
EHOBEEHARESLD bARETH -1, £,
PEOPE, FM/sEDEEDBUETE, ELDoAK
RLONXERELZRTHEEZEHE,
REFZERICL2CBEYME T-tube itk -»TH
JBE FLF+—I%ITLAEMcEWT, FilkBiE
MAEED L TR 2BHA~AOBITE 2HTR
Flt, BiEHK30452L0 300 92F CORKT, 5.8~
81.2ug/ml D¥ITEZH, FHY51.4+15.8ug/mlT
Hoto COBRERFDOREEFBEH ~OBTICHEL
TEBETH 1, BIlnIc L5 & T-tube HRKO
LEFBEH~OHRERHTIE, HROBRICX->TER
NHY, FHEXKIEREOBTERL, —HERELD
D, 208U > TRIET 2 EBRRTVE, 5EHOD
BE3, HERI0BBIZITETHD, OLHLHS
tEZOND, UL, 6315-S DiHEH#TId, HKN
BIFRERTHELEEAON, D LbENMICLD
EAT, BELEREERICHRLEENTCHLLEVAL
Jo o
AHERERICHT S 6315-S RERBTR 1H0
ATH 1o, BiEk 25T 10.9pg/g 2R S
RREZBMTZFECH MR, ERE~OBTLEL
AhET, 6315-S ZBBHE RAOBTNBIFLRERL
Eiohb,
UEOREERED, 6315-S 3apmms BEk



voL. 35+'S—1

CHEMOTHERAPY 818

—

RS L DARBIBRIEICER LT, BHTHRLK
HO—2THBEVAL Do ERBIER, HRMEMD
RECLDELUOBVERTHE LA S,

] *
BARALICYD, 6315-S HMBAREDORIES KU
EXE0 MICOREICH 1 S h i HFRNERA S
PEHE S BENEMOERICRMT 5.

b4 [
1A % RTEHE: 5B OLFME BRE
REBOEE (MMM, 3~13, 51474
A xR, 1980
2) MkE/A\ES, MEAXAME: 8-57 5 LRIE
WHEOLERE, B— T 7 ¥ LRREMHROENR
¥R (A &), 3~22, AF4AN -
Y-, 1981
#KEA\L, WEERK: ChhoOREMR
DEVWH (AEBHRICHT SHEMERE) )
EMEOMERICE L TLBELERNE, &Yt
EREETHOLHOERNER (ABEREYF).
17~80, AF 1+ HN e v —F 4, 1982
4) ‘TSuJi, T. ; H. SATOH, M. NARISADA, Y.
HAMASHIMA & T. YOSHIDA : Synthesis
and antibacterial activity of 6315—S, a new

3

=

:member of the oxacephem antibiotic. J.
Antibiotics 38 : 466~476, 1985

5) YOSHIDA, T. ; T. TSUJI, S. MATSUURA,
T."MATSUBARA & Y. HARADA : 6315-S,
‘a novel oxacephem for parenteral use :
antibacterial activity and pharmacology.
23rd ICAAC, Abst. 130, Oct. 24~26, 1983
(Las Vegas)

6) 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)

) 6315-S DIFE, EFHRMKHKALH, 1083

8) 6315-SFxLics (WFS94E7H 13 H),
WS RMEHRALH, 1084

9) B35-SHELDIFE (F2E, WHSIFEI0A
T H), EFEMEHRLH, 1084

10) BAfbymitye « B/NREHERE (MIC) A
¥#. Chemotherapy 23 (8) : 1~2, 1975

1)

12)

13)

14)

15)

16)

17)

18)

19)

20)

YASUNAGA, K. ; H. YAMADA, T. YOSIIIDA
& K. UCHIDA : Pharmacokinetics and safety
of 6315—S in novel volunteers. 24th ICAAC,
Abst. 189, Oct. 8~10, 1984 (Washington)
RAM, M. D. & S. WATANATITTEN : Cepha-
lothin levels in human bile. Arch. Surg.
108 : 187~189, 1974

RAM, M. D. & M. A. GHARAVI : Biliary
infections and the choice of antibiotics.
Amer. J. Gastroenterol. 62 : 134~138, 1974
RATZAN, K. R. ; C. RUITZ & G. L.
IRVIN III. : Biliary tract excretion of cefa-
zolin, cephalothin and cephaloridine in the
presense of biliary tract disease. Anti-
microb. Agents Chemother. 6 : 426 ~431,
1974

RATZAN, K. R. ; H. B. BAKER & 1.
LAUREDO : Excretion of cefamandole,
cefazolin and cephalothin into T—tube bile.
Antimicrob. Agents Chemother. 13 : 985~
087, 1978

hit %, HAPAR, REBEX: Doxycycline
Nk OHENMEIC O\ T, Jap. J. Antibio-
tics 28 : T75~T777, 1975

NAKAMURA, T. ; 'I. HASIIIMOTO, Y.
SAWADA, J. MIKAMI & E. BEKKI
Dibekacin concentration in various tissues
of patients. Chemotherapy 26 : 377 ~ 378,
1978

NAKAMURA, T. ; 1. HASHIMOTO, Y.
SAWADA, J. MIKAMI & E. BEKKI : Bacam-
picillin concentration in various tissues of
patients. Chemotherapy 27 (Suppl. 4) : 202
~205, 1979

BaE— FHEEE RBEX WEAFALH,
hR %, = LT8B {EMEER : Cefmetazole
OHBAREICOWVWT, L KREMBHNRED
EEFHZE(LIC DWW T, Chemotherapy 27 : 275~
282, 1979

NAKAMURA, T. ; 1. HASHIMOTO, Y.
SAWADA, J. MIKAMI, M. NAKANISHI, Y.
KASAI & Y. SAHASHI : Cefmetazole con-
centration in infected tissues from patients
after intravenous administration and clini-
cal effect for patients with cholecystitis and



820

CHEMOTHERAPY

MAY 1987

21

22)

23)

24)

25)

26)

21)

peritonitis, Current Chemotherapy and
Infectious Disease, Proc. of the 11th ICC
and the 19th ICAAC, Amer. Soc. Microbiol.
Vol. I :236~238, 1980

it ¥, ®AFAH REA®EX, =L
FR¥—, VRAF MK W REXIE:
Cefamandole D AKEMPI MBI VT, #ICR
{if 42 # P9 &) X8 i D \» T, Chemotherapy 27
(Suppl. 5) :348~353, 1979

WAEE—, HHEE% REMEEL S8 %
WAFANM, =L FRE— RRAF
PIER  8h, ¥ H—3h EHEBRX MEMNE:
Cefotaxime D AHMAMEIC>VT, FITRE
1B EIREIC >\ T, Chemotherapy 28 (Suppl.
1) :81~88, 1980

it ¥ OEAFKAN REMEE =L
FR®E—, LRAT M 5, NK ¥
FAHSEHE : 6059—S DAMBAREICOWT,
IKBREIC & 4B A # %, Chemotherapy 28

(Suppl. 7) :263~273, 1980
NAKAMURA, T. ; I. HASHIMOTO, Y.
SAWADA, J. MIKAMI, E. BEKKI, S.

HIRASAWA, H. ABE & Y. WATANABE :
Cefoperazone concentration in bile and gall
bladder wall after intravenous administra-
tion. Antimicrob. Agents Chemother. 18 :
980~982, 1980

WAFEAE, RERX & F =L
ERAF B&H 35, FRE—, BEI%H :
Cefoperazone ® AfREINBE ICD\W\WT (FFic#
BABEIC DWW T), Chemotherapy 29 : 637~
645, 1981

BHEE— bEEX REAEX & F*
WAFPAH, =78 FRE— FH& 3i:
Cefmenoxime (SCE—1365) o %% fE 48 # M &

{22V T, Chemotherapy 29 (Suppl. 1) :225
~239, 1981
HASHIMOTO, . ; Y. SAWADA, T.

NAKAMURA, J. MIKAMI, E. BEKKI, H.
FULITA, M. SAITOH, H. NISHINDAI, Y.
NAKANISHI & Y. KASAI :

concentration in

Cefmenoxime

infected tissues from
patients after intramuscular or intravenous
administration and clinical effect on pa-

tients with cholecystitis and peritonitis.

28)

29)

30)

3D

32)

33)

Current Chemother. and Immunother.
Proc. 12th ICC, Amer. Soc. Microbiol,
Vol. ] : 358~360, 1982

fk ¥ WAFAM ROMX = L8,
FiR%E—, KBEi¥— $HEEX MK *,
VAE M : Tobramycin SABBERSICH 3
BB K #) 8 7, Jap. J. Antibiot. 34 : 1158~
1172, 1981

hF ¥ KAPAE, ROEX =L-g,
FR¥E—, N\RKBE WEXHF MWK 9,
RN ARKERREICEH S Latamoxef
DR, RIES 37 :1801~2001, 1982
SAWADA, Y. ; 1. HAsImMoro, T.
NAKAMURA, J. MIKAMI, E. BEKKI, M.
SAITOII, M. TSUJISAKI, M. YOSHIMOTO,
H. NISHINDAI, Y. NAKANISHI & Y. KASAI :
Clinical pharmacokinetics of sulbactam
plus cefoperazone in infected tissues follow-
ing intravenous administration. Proc. 13th
ICC, PS 4.1/6—14, 28th Aug. to 2nd Sept.,
1983 (Vienna)

HASHIMOTO, 1. ; Y. SAWADA, T.
NAKAMURA, J. MiKAMI, E. BEKKI,
M. SAITOII, M. TSUJISAKI, M. YOSHIMOTO,
H. NISIIINDAI, Y. NAKANISIil, Y. KASAI,
H. KATOH & S. MATSUDA : Latamoxef
concentration in infected tissues from pa-
tients after intramuscular or intravenous
administration and clinical effect on pa-
tients with cholecystitis and peritonitis.
Proc. 13th ICC, PS 4.2/10—22, 28th Aug.
to 2nd Sept., 1983 (Vienna)

NAKAMURA, T. ; 1. HASHIMOTO, Y.
SAWADA, J. MIKAMI, M. SAITOH, E.
BEKKI & M. TSUJISAKI : Tissue concen-
tration and clinical efficacy of MT-141 on
acute peritonitis and biliary tract infection
following intravenous administration. Proc.
13th ICC, SE 4.2/ 5-6, 28th Aug. to 2nd
Sept. 1983 (vienna)

PHEEX HFAEHR HARMZ BEE—
WAFPAE, ROAEX b F =LK
EMEEHF, F&X¥E— : Sulbactam/Cefopera-
zone SFI DO A BB i >\ T, Chemo-
therapy 32 (Suppl.4) : 379~391, 1984



voL. 35 S-—1 CHEMOTHERAPY 821

34) thit ¥, MAFAN, ROMK =L FRE—, EWAHTF, STHESE FXER
Fk¥E—, EMARNF dWESE HFEMR w2, PEERS, MEE—: AC-137T0 0%
w42, FHEEX HEE— MT-4l ok PR o ERERAURRE —ENARZI & AEMA RIS
b #H # S & K i 2 \\ T, Chemotherapy 32 \WT—, Chemotherapy 32 (Suppl. ) : 478~
(Suppl.5) :87~98, 1984 492, 1084

3%B) REEX WEFEAH, N % =L

6315-S (FLOMOXEF) IN SURGICAL INFECTIONS

Ikuo HasHiMoTo, YASUO SAwADA, TAKASIIT NAKAMURA
and JiROH MikAMmi
Department of Surgery, Tenshi General Hospital,
(Franciscan Missionaries of Mary)

Kukio Smimizu, Naokl Uenpa and Nosuvya Uciiiyama
Department of Surgery, Hokuoh Hospital

6315-S (flomoxef) is resistant to S —lactamase, has a low MIC and a broad spectrum of
activity against both Gram-—positive and Gram-—negative bacteria including B. fragilis and
S. aureus. 6315-S was administered by i.v. drip infusion in a dose of lg or 2g twice daily
for 5—20 days to patients with surgical infections. These included 5 patients with acute
localized peritonitis due to acute appendicitis, 5 with acute diffuse peritonitis and 1 with
subcutaneous abscess due to liver abscess.

Clinical efficacy was excellent in 4 patients, good in 6 patients and poor in 1 patient, and
the overall efficacy rate was 90.9%. Clinical adverse reactions were not observed.

In several other cases (2 of cholecystitis with cholelithiasis, 2 of cholecystitis and cholangitis
due to cholecyst—choledocholithiasis, and 1 of acute phlegmonous appendicitis), 6315-S in a
dose of 1g was administered preoperatively by i.v. single—dose injection. Specimens of the
common duct bile, gall bladder bile, gall bladder wall and appendix were removed during
the operation. In 2 post—operative patients with cholangitis and T-tube choledochal drainage,
6315-S concentrations in common duct bile were measured at intervals. The concentration
was measured by bioassay with E. coli 7437 as test organism. During the operation, 6315—
S concentrations in common duct bile were 50.0—364.0 ug/ml, in gall bladder bile 0.66~—
116.0 £ g/ml, and in the gall bladder wall 7.12—21.8 xg/g. 6315-S concentration in the
appendix wall was 10.9 ug/g. In specimens obtained post—operatively by T-—tube choledochal
drainage, concentrations in common duct bile were 25.8—81.2 ug/ml. These levels were
higher than the MIC of 6315—-S against bacteria isolated from these cases.

We therefore conclude that 6315-S is a safe and useful drug for i. v. administration in
sirgical infections.



