yoL. 28 8-7

CHEMOTHERAPY

6059-S D EMARMIRICI T DHMY - BERAIAR N

SE R E - oE BT
8 X738 Lo ST RS AR

#HiLu Oxacephem RUUEME, 6059-S iC oW THsy, BRI ZITEV, LT ORHEN
7 ‘

1) 6059-S 1 g %, 30 AMTAMERE LABHESLOMHERS LA BoomdlEEL, # 2 If
f 30 AkickThENREN 27.3, 25.4 pg/ml DIHERLI, F/, £OMOLHELEHIBA
PEIR, AETI? 9.5~16.7 ug/g HETS 8.0~11.1 pg/g THo7co MIC LB EDOMFETH
3&, 6059-S i3 1 g 5 LA, AN BHEOLTIOHREEICENTS, KUEMERIRIGEDR %
BELTURLIGEBT S S. aureus, S. pyogenes, E. coli, Klebsiells, 4 v ¥ — V& K Utk
@ Proteus, Enterobacter, Citrobacter, Serratia 15 & UICIRTMED Peptococcus, Peptostreptococcus,
Bacteroides SO BER 4k pkkicx 43 MIC i 80~100% %745 cover 3 5 KRR BEE %137,

2 IUHERMREME 15 ) (FEMME 5 ), FEALK 46, b Y VIRIEE 1, B
e 2 g, Y oSENE(AS 2 B, ZRSEEIRSE 1 D I, AF 1 B 1~2 g % 2 [BicHE], A
WEIHEREICT, X% 8 #1, A% 5 A, WH 1 4, MERME 1 flokkzs, c0FHE
12 92.9% Th 1o MEHNTY < WIRLIBD 1 BIT, MERKIIEEEZFESIO 1 HITH- 1,

3 LHUMBRYYE 15 g 11 BT, B5H0 BRETHREE SEL, T ORI,
SR 11 ¥ (. coli 7 ¥, S. faecalis 2 Bk, S. epidermidis 1 ¥k, P. aeruginosa 1) th 10
Bebsile U, SR 10 Bk (Peptococcus 2 ¥k, Peptostreptococcus 2 ¥k, Bacteroides 5 ¥, Eubd-
acterium 1 BF) th 9 kDSl Utz, HIEZEMIC B TH - 1-8#kiL, E. coli LK Peptococcus
D% 1 KTH-71,

&) BIEAELTIE, 15 fidh, SibHEV TIR®EMOL) 3 BAETHILLA 1 flk XURH

L OBEIZEE S TIA, AP [EOREE ERE] 1 $1&ED,
5 LIEDREELD, 6059-S 13, KHEMEBRBRBVEICK LT BN EHHRBHIRTE SHA L

Zzohi,

i U &
6059-S i3, EFHRWEFEHTHRSN: FHFLOEHRA

Oxacephem %4 #HE T, Fig.1 KRT & HiC, RERDCeph-

alosporin BH D WERTF (S PBERTF (0) KB Sh:
BERMER SR, 77 ABHEICHT BN, RO

Fig. 1 Chemical structure of 6059-S
()CHakll

HO_D—iH_CONH_ ! ﬂ—,ﬁ
00Na 7 g OBy

OONa : J:HI

Cephalosporin  ZILEME IC HRTPOPE B, 7 LBt
BICR LTI E. coli, K. pneumoniae 33 X8 P. mirabilis
RbE&b, ko Cephalosporin FitEHEIC X LT BZ
#0DEL indole [B#:D Proteus |8, H.influenzae, Entero-

bacter, Citrobacter ¥ LU Serratia i3t LThi HES

%7K U, P. aeruginosa it3$ LTH SBPC ik PBAIES
ARt ¥, HIMHEICHLTORVEEAERLY, ME
B4 D B-lactamase 1T LTH BHTRET H2L 1 bNT
0\52)0

AE, ARHFICONTERARERTOEMY, BRNREE

TR BEEBNT, TOBMELTRHAET 2,

1. Bpa0ms (ks JCBRAIRE

1. x £

M1 54 4£ 9 AH S 54 4 12 B TOMIK,
EELRERARICBNT, FEBEZRBTEN
D1, BEFREZIcEBEE2NRIC, OhsIUH
BABEOREETI -7 AF 1 g % 5% 7 FUll
¥ 250 ml iCIAR L, FRBEREATIC 30 SE QA EHE
L7 9 #% Group I (Table 1), A% 1 g # 0.5%
) FA4 v 3 mliciERL, FRBBEATICHRSSE L
7= 8 #il% Group I (Table 2) & L7,

MhREREN %, Group I T3 AMKTER,
FEBIRE 6 X CFAHTEIC, F/ Group I T
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e —2 WEXTRIN DMk 60 22&, Fifidd
LU FEMMKTIHICIERiIRA SR L 720

—, MIBRANBBERE D2, &0l TE b o Ml
BLUMM RS, ENARE D bh s TEYE T
EUER, TEINNS XU, INF, SIMURLRILL, FEAMC
Wk, el THRIRTE U, B8, WiRETIZ
6059-S DX IGIE 2P TH D, FFHBIEIREN
TH-o1,

2. F &

6059-S DEIZ, E. coli 7437 % HEme LT, W
RGN TRIE L7 Mo JiEic B80T
12, BRI SO TIC 0.05 M phosphate buffer
(pPH 7) % F\, YRR RO EH», 0.06 M
phosphate buffer (pH 7) THR L7 MIABED
WigIcH 1> Tid, MABROMBRT DK ZFKETH
Sl THh o, MMERERECHEL, £0 4 f£#
® 0.05 M phosphate buffer (pH 7) %fnzTC, vV
F78 797 RAEROTAHLENS e 74 Xk,
5 SMEk L, =0 EBERRIRE Ulc, MARBRIBED
AsEIcH TS, 0.05 M phosphate buffer % ¥EHER
DI U,

3. B #&

1) BERAF

Group I & Group I DREOKRE L, £4, (K,
thin&, #ichifs, FELFZ%E Table 1, 2 iT/RL,
Table 3 i &b THERIT L1,

1) %HE4 :Group 113 9 #ith 8 YINFEHIET,
BOD 13 FERCTH 70 —F Group I Ti 84
h 7 FINTFEHET, BODO 1 PIRFEBRTH -7

2) 4, {KE: Group [ D3 47.8 F, 51.3
kg T Group I1i344.5 F, 57.9 kg TH v, WEEC
BEOER LD -1,

3 e, WEE TEER: NihodnER
Group [ @ 102.2 ml, Group I ©it 193.8 ml T,

Group IDHFILHLH VYN Hohichs, REMicE
BO L3 HS NS ot Hidhtmibic STy,
Group 13241 1,000 ml, Group I Ti2F# 875.0 ml
TERBUAD T FERRICOVTS, Group [ 0¥y
230.0 g Group Il Tit 277,5 ¢ T, WEBERic&isHh
2/co

(2 mPRE

) K5k (Group 1) o ify o 8 B 0 8%
Table 1 XU Fig. 2 ITR L7,

Fig. 2 Serum levels of 6059-S after intravenous
drip infusion of 1 g/30 min

=o=—Ligation point of the uterine artery

Serum levels

.'_léO min.
Time

@ AMKETROMpPEE (S-1): A#kREIE, EF
5 0 40 AL T 30 4T, ¥ 31.1 #THY,
TRIMESRT SIEH 8, 9 A bR 35 4, 40 2 (K
WRTH® 5 4, 10 ) THALUARETABKTER
ThY, ¥ 32.8 FTh-1: ZOROMPRE (S-
D 13, 57.6~158 ug/ml C¥g 99.1 ug/ml OE¥-7
HERLUT, COMEIR, A# 2 g 1 FHEAHHOBMS
# 30 SoMmh#EY, 74.8 pg/ml X O 25 pg/ml &

Table 3 Backgrounds of patients in two groups

Backgrounds Group I Group II t-test
(Mean:S.D.) (MeantS.D.) (p=0.05)
Age (Yrs.) 47.8+5.3 445419 N.S.
Body weight  (kg) 51.3:9.2 57.919.8 N.S.
Bleeding volume (ml) 102.2466.5 193.8+152.8 N.S.
Transfusion  (ml) 1,000 875.0¢231.5 NS.
Uterus weight  (g) 230.0:90.4 277.5+109.8 ' N.S.

N.S. : Not significant
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® FEDIRSKRKOMAYE (S-2) : FEBIRKIK
B A RBARA S T2~166 4> Ty 112.7 3 TH Y,
rOBEOMPRE (S5-2) i3, 15.4~67.7 ug/ml T, 2
$739.2 ug/ml THotoo TOMIZ, AK 1 g 1 R
AR5Y © 90 SME 41.4 pg/ml ITEMETH 70

© FRTHOMAME (S-3): FRkTRIMNIISR
Wbtk 122~185 3 THH) 152.1 4 THY, T O
omd@EE (S-3) i, 12.6~43.2ug/ml T, ¥ 27.3
w/ml Thotoo TOMIT, AF 1 g 1 KRR SY
0 120 /ME 28.4 pg/ml IGEVET&H - 720

9 ik (Group N DM@ OHER % Table 2
$&U Fig. 3 ITRL,

@ HEHor—sMh#E (S-1): &f 1 g %%
RLEBAOEC - MbBEARET 2BMNT, HiEk
# 60 HOMAPMEE (S-1) ZRE L, RMIERTIL,
50~67 TG 59.6 43 TH D, €OMApEELIR 17.3
~41.5 pg/ml TH¥g 26.5 pg/ml THo-7, TOfHIT

Fig. 3 Serum levels of 6059-S after intra-
muscular injection of 1 g

CHEMOTHERAPY 939

AF| 0.5 g EMELLBAY O 60 JMill 21.0 pg/ml ic
T, @5 RMETHIICODADST, 5.5 ug/ml L
KGR AW TR A

® MEKOL-2HOMMRE (S-2): -7 %D
MhME N Em 2 B1HT, HIEH T4~130 sHc iR
MmU7zo $RIMKEANIZTFY 98.0 43T, €oMurhE (S-
2) |3 18.3~42.3 pg/ml TV 28,4 ug/ml TH o700

© FMMTHEOMAPREE (S-3) : Fifitk TR,
Wikt 124~220 2T 159.3 HTHH, < Olfih
WBE (S-3) i3, 11.3~38.4 ug/ml T 25.4 pg/ml
THo1e

(3) MENRAE

A58 (Group 1) B & UBER (Group 1) ©
AARYNMEE A Table 1, 2 1 XU Fig. 4 ic/RL, Table
4 ICEEDTHERU. 6059-S DAEMIRBE R, &5
BRI O FEBIRER T TOMMICEBINZ T EMT
Bah207T, Fig 4 OB FEBIRORERIFMH
%, REEMICIIMABABES S -1

1) IVENIREE : Group I T3, 5.97~15.1 ug/g i
S L, 4537+ /&S T 9.5 ug/g THY,
Group Il i3 5.75~12.5 ug/g 537G L, F3 8.6 g

pg/m /g Tho1, ﬁﬁf’sﬁl;’ﬁiﬁ@%lifibm 720
sl —o— : Ligation point of the uterine artery 2) SPBLPSIMEE : Group I Tiz 4.97~35.0 ug/gic
SEL, N7V FM A&, Group ITIE 5.33~
Qo 12.0 pg/g ALY F N Eh 1, FHETH
B4 5L Group I, ITEN&Eh 16.7, 8.0ug/g %
'3" 0t 7RL, Group Iix Group I D# 25T, TDEREE
T (p=0.08) T 70
5 af 3) FEBEAIEE : Group 1 Tid 3.61~32.448/g
AL, 725V FMKREL, Fi9 13.7 ug/g THY,
By Group I Ci3 5.19~13.7 pg/g AL, F49 9.0
B /g THotoo MRMICEROZRED -1,
0 % @ % 1% 10 180 20 240 min 9 FESEMARE : Group 1 Ti3 3.11~18.6 ug/g
Time Loy EhkEL, ¥/ 16 pg/g ULOFHBERLE
Table 4 Tissue concentrations of 6059-S in two groups
Tissue Group I Group II t-test
(MeantS.D.) (MeantS.D.) (p=0.05)
Oviduct (ug/e) 9.5:3.1 8.6:2.4 N.S.
Ovary (ugle) 16.7+8.9 8.0£2.7 *
Myometrium  (ug/g) 13.718.4 9.013.2 N.S.
Perimetrium (ug/g) 10.246.0 11.13.6 N.S.
Cervix (ug/g) 11.126.0 10.442.8 N.S.
N.S. : Not significant * : p=0.05
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Fig. 4 Tissue concentrations of 6059-S

" (35.0)e Ko/ . .
F%/OB- Oviduct / ';{;‘_ Ovary 20 Myometrium
® .
20+ 20 . 20[‘
L]
. -
N ° o * POl ) .
A
fF a4t e - - o o,
[ . 3 ° 4
] ° *» . Py
..
1 1 1 il 1 | 1 1 l 1 1 1 L J —

1 1
0 30 60 90 120 150:180 -

.0 80 60 90 120150 180

artery (min.) artery (min.)

Kelg

[{g/g ‘ Perimetrium L Cervix
30 30
e:D.IL
20 20r * aILM
A .y .
A 3
) ° 4+ °
10 4 10 4
I 3 . . A o
.
L .
1t 1 ] 1 1 1111

0 30 60 90 120 150 180

0 30 60 90 120150 180

Ligation time of the uterine. Ligation time of the uterine

artery (min.)

8 ug/g UIFOIEBERD 2 BHCAM L7zo Group I

artery (min.)

B mEBLEHED),

0 30 60 90 120150 180

Ligation time of the ur.enne Ligation time of the uterinc Ligation time of the uterine
artery (min.)

RIAS) ‘/}ﬁm lﬁ. FEKE

I3 6.98~17.2 ug/g 1T/ L1ze Group I, IO
EchiT 5L, £heh 10.2, 11.1 ug/g & Group
MICEVERAR S e, BRRICHEDER -
720

5 FELBAME : Group 1 Tid 2.42~20.0 pg/
g ENTYEMNKEL, FHY 11.1ug/g THY, Group
DTt 6.84~14.3 ug/g i34 L, 49 10.4 ug/g T
Hotco MBICHEDZR -7,

6) BAMREKEIBE : Group I 1 ﬁjﬂ)&GCOL\’C
DOBETIR, 5.55‘ug/g 2R

. EERE KUREFORED

1. WRELVHERM

YFlicHER 54 42 3 B oM 54 4 10 B To
MR ABE L2 th BB (FRAIE LT 38°C %l 2 5l
83 HELLERREL A b0) ORSE 15 BlEHsuc,
BEDRHY - MBS AATIE - 2 (Table 5~7), &
HEORNRIZ, FEHBES 4, FEARL 44 Q #

#itks LU FERBNROBIIE TSRS 2 41, FEK
T 5 LU FEBMBRED ) v/ BELMD 2 f,
BLUEBARBHEO | PTH 5, BEOFRE B~
74 F (P¥) 46.1 ), (KEi2 38~T78 kg (FM 47.5
ke) THo7, BEKGHRIL, RMTOMOTEBMBE
Wos 3 HELIMICELCHEL, BIRCE-780 %
3, 3 BRDUNICKEOENERL, €ORKRELE
bOLHH TOMEMBDE Lico ARMREBEMZL
BEOWKRSRIL, 1 BEEH T THEL ., '
MEEIHR, RS HEH R LB A%
%, HRSROULBOERD, EHOUVEAER
%, WRRUBAERR, REORRHATHEIGE
BLUBARRHOBAERIL L1t

2. RiksLUAR

AEREOBAR, 1 B 1~2¢ £ 2 B
L. 5% 7V UBiE /o i X EARE ## 500 ml CHERL,
)1 RS 30 S TS Uiz, BRI 2<8
AR, 5 ARBEHRES <, REERiE2~16g T
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i)

Radiation
Incisi
(500ml pus)

AP t

Decreased

Eliminated

Not

determined

Not

determined

Eliminated

Excellent

Excellent

Excellent

determined

Not

5

5

16

10

IVD

5

1x2

05x2

05x 2

1X2

1x2

None

ABPC
) IVD
4gX 5 days
(poor)

(

+
MCIPC

None

CEZ IVD

2gX 3 days

(-001)

None

0.2

0.2

E. coli

100<
6.25
0.2

100<
12.5
0

E. limosum

P. prevotii
E. coli

0.78

156

Serratia sp.

0.78
100<

0.78
100<

E. coli
S. faecalis

(Impossible)

(Impossible)

-)

Peptostreptococcus sp.
Bacteroides sp.

Post operation of
uterocorporal cancer
(Ib stage)

35
§3
g
i3
ez
% §0
3z

Post operation of

(Ia stage)

Post operation of

(IITb stage)

Uterocervical cancer
(Terminal stage)

stump

Abscess of vaginal

Abscess of vaginal

stump

Purulent lymphocyst | uterocorporal cancer

Purulent lymphocyst | uterocervical cancer

Iliac abscess

44

54

4s

49

38

51

39

55

11

12

13

14 |52

T 1S

NOV. 19880

35—37:5

i 2 giT, EH S5 Tid, 1E05g% 10
1@ (Wosk), 0.5% ) FA4 ZICE»LT, 5 B
Mg Lrzo M 812, 1E 1g %21 B 2 @ (8
4), 0.5% ) FH4 ‘/wcmlb'& 5 AMS U1,

3. ERRBR

Lo BRIRYEE 15 Wcﬁ'm 6059—5 011737 &2
Table 5 iCF LW TRL, UTIKEDBELBRE,

(1) FEIMm (EH 1~5)

SEW 1. FE R

KRUKENBERG ‘s tumor msmm;w’. mFEKRE
BB B X UBRE 1 ¥ ARIICKTL, BAKHE
A%, 2S0ERE%E ¢-T 38.8°C ORME XL
f2o ARURS 3 AKICIIMAML, LHBLERLEES
hreoT, E#HE L1z, FEFRHLD HBR L E
coli &, ARG HHELI,

fER 2. TE R

FESEGL, H7, 39.3°C OR#MEITBIHIBE
i, AFIRE, 3 AkiciRBHRLIOT, EHEL
1o BERIOFENF ALY, WIHERD B. ovatus, B.
fragilis, P. anaerobius, P. magnus %38 L, #&5#%ic
i3, P. magnus 3 XU P. prevotii Z/VRIBLI-OT
e Lt

EF 3. TERRE :

FEEST. ¥, BEtRHEERG, 38.4°C OR#MEE
=L, wmmwwﬁm»&gmw ARE 3
A#h o MMENEED, 5 BRIIRALLOTHY
Ll FESWHI OB E c?li i, B5®H
KLt

ER 4. TERRE j

FESEMI. 1, Hatsagih, 38.3°C OR#ALk
tzL, IBHED A BB KRS 3 BRICERL
fots, HEBNV - VEBALOTHESIE L, BRE
REMBLISH 70T, MEFHIRRIRAL LI,

ER 5. FERRE

FEBEEN. 1, Katghed, TRBHELE-T,
38.3°C OR#MA x1:L1-DT,-CEZ 2 g # 3 BHE
R L7081, AFIICH iz 4 BkiC B,
THB®S KiLenTARE Lice FEASFBHE
Y, E. coli 3 XUHKHSE B. fragilis, B. vulgatus %
SHEL oA, BBHRIER L.

(2 F=HBE% (GEP 6 ~9)

SR 6. FHRFENEL ‘

FHTYIRA% 38.4°C oFR#AE XL, CET4g3 H

MR L ESHOR D, AFic R, 2 ARk’
PRI DT ELE Ui, MMEFEMICIS, S. fuecalis
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Table 6 Overall clinical efficacy of 6059-S

Infectic():rlximm response Excellent Good Poor Total (%)
Pyometra 2 3 5/5 (100%)
Endometritis (Adnexitis) 3 1 4/4 (100%)
Bartholinian abscess 1 1/1

Abscess of vaginal stump 2 2/2 (100%)
Purulent Lymphocyst 1 1 1/2  (50%)
Total 8 5 1 13/14

%) (57.1%) (35.7%) (7.1%) (92.9%)

#, MIC {2t 100 pg/ml LI FOf:ETH i b b
hoTHE L,

R 7. FHRTEARL

=EYEE 2 A%RE D, TEBHE LU 38.5°C 0l
WA X2 L-OTAMERS L, 3 BRICITHEEMb
Bkl, REUIOTERE L, REHI%RE bEtE
DY, MEFHBRIARHE L1,

Epl 8. EHRTEAMKL

HER 37°C AOFRMAED, AMPC 1 g5 AMA
U7 D723, KRR Dz, X SICFERE
REFFLS, 4 BRICIIME, THRBHLHEELLL,
AR BAMZ DT, BEhE L1,

£ 9. 2MTFEMEBEABLUCFERRL

2 BRIATICER 39.0°C OR#A XL, EETHA
AOREAS Y, 0% 37°~37.5°C DIRMIHE,
1 Afij& D 38.3°C iz BAL L7713 ABLIC ABE L7,
6059-S #¥5.ic kb, 2 HTHBLALDTEHE L1,
FEHWHEL DD E. coli 2%k L1z,

(8 s b Y BRIRE (FEG 10)

3 AETX D RAEARL, 37.8°C OFE#MAEXI:LAOD
T, AR%%5 LIBHEERT %, 2 B3Rkl
12N, ARBRBAMZ - OTESE Lz, BERD/
VY VRS WRH X O S. epidermidis % 538 L1,
BE#HL Lo
W) MU (EH 11, 12)

EH 11, FEEREN SRR IR
BERMTELRNE 13 BELD, 2ic 40°C O
RExt L, AFAERE LT, 2 BRICHEMBLALOTE
BE Ui, BERTICENSHES WD S E. coli 3 XUk
RED P. prevotii, E. limosum %58L, BE5HLE
D E. coli XU Serratia 538 LIcDT, BLEL
7

FEB) 12, T ETRRENT (R RN T U

TEHEM 0 MOES T, HEELALTELRNKER
&b, ABPC & MCIPC AFI0E5hicdbhrb o,
37.8~37.2°C OZE#biktx, 8 AE K H 38.0°C i,
(L L2 DTARKICYI DI|Z 2, 2 ARICIIMRBL, EZ
ARUTz, MEMTHAWE D3 L7 E. coli BXUS.
Saecalis (35 %ML LT,

(5) U/ B{LAN (ES) 13, 14)

SEF 13, Y o BT IR

FEKRE . WOERT, ELAETFELRRBLY
Y voSHERRE R 12 REIC 39.0°C OR#MEE/L,
AH ARG L1z, 3 BRICIIBMLEDETBDI, ik
BREAED 1%, MEEHIRRIIAHTSH - 12,

EF 14, Y v ZEfE(LIR

FEHEHL, WOERT, LALFELRNRE 19 A
H& D, ETHEIBH, S5EEKREE-T, 39°C O#H%
RAEXx7:L, CEZ 2 g 3 ARG LIcBBHDID,
AFlicyl vz 8 AME LBRFAERAH, 37.5°Cic
L iR 3 ARIRIE HWE Lice RIKIREURRED 72
¥, HEFHHRIAVTH -7,

(1 EBAEMSE (EH 15)

FEEBKINOES T, HitkkaRth 37.5°C DR
A& Utc, ARIRSITMNAT, BWEUIBEHELEC
%, 500 ml OHEEAEYD, RMAERL Y, ZHRHE
REOER EEZ, HEREE U, MEFEMICR, &
St Peptostreptococcus sp. ¥ & Bacteroides sp.
DEEEH 1,

4. RAED MIC LHMBEFHDHE

15 #ih 11 HIT, BEFOERECMELRIE L,
205 H MIC ORIELEHIFRMER 9 KEXUVHR
HE 8 MICOWVWTOMBEENIRIRE% Table 7 IT/RL
7o
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Table 7 Correlation between MIC and bacteriological response
MIC (ug/ml): Inoculum size 108 cells/mi Total
Isolates £0025 0.1 02 078 1.56 3.3 625 50 100< 0
Aerobic bacteria
S. epidermidis 1/1 1/1
S. faecalis 2/2 2/2
E. coli 1/1 3/4 1)1 5/6
Total 1/1 3/4 1/1 1/1  2/2 8/9 (88.9%)
Anaerobic bacteria
Peptococcus
magnus 0/1 0/1
prevotii 1/1 1/1
Peptostreptococcus
anaerobius 1/1 11
E. limosum 11 11
B. fragilis
88 fragilis 1/1 1)1 2/2
ss ovatus 1/1 i1
ss vulgatus 1/1 1/1
Total 0/1 1/1 1/1  2/2 2/2 1/1 7/8 (87.5%)
No. of strains eradicated/No. of strains isolated
(1) =t i 30 53 TH#®RS- L1, 3 @E (2 8H) OS5

E. coli 6 gk MIC {3 0.1~0.78 pg/ml 446
U, 5 BRDHEL, 1 BRI L1, B LA 1 #D
MIC i3 0.2 pg/ml TH-7:48, BIERDA, 3 AR
THREHIELERTH D, HRIKESICIR, HEKE
DB EBHLETH > 1 - b3, S. epidermidi
1 %D MIC 13 50 ug/ml T&H - 708, LIBEEEIBD AF
LB SH->T, Hklio S. faecalis 2 #d MIC i3
100 pg/ml LI ED WERTH 7205 2 BrE bilKL
72

(2) tetEE

P. magnus 1 #d MIC i3 0.025 pg/ml LIFTH-
1o, WiLick &% 5720 P. prevotii, P. anaerobius, E.
limosum @ % 1 #iz, MIC »3& 4 >100 ug/ml, 0.1
ng/ml, 6.25 pg/ml T3 -t 234k L1z, B. fragilis iz
ss fragilis, ss ovatus, ss vulgatus D% 4 2, 1, 1 #
T, €® MIC % 1.56~6.25 pg/ml iIT3# L, LM
%L1

5. EIfER

ERRIES 15 #lick i 28IfER % Table 5 iz, A%l
RS RI% ORI AR % Table 8 IT/RL 12,

LUTRIEREMIC DWW TERT 3,

EY 11 TR, AH) 2 g 2815 2EIHELT 1B

B iC BEE R, Al L, €0®AH
HELELE LTHEL, 4 EH (2 BR) #5Ks,
WEAERE LTAML, BEICRERS LR,
SEAB G AB) ®#5KKEL, MAEENERL, &5t
HICTH& L, LEDORBXD RFORIEREEL
7o 1k, BEHIORARBIZBETH -7,

S 14 T, AH 2 g 284 2@IHELTIH
M 30 4o THMERE L, COER TR, AP &
PEEH] 6.8 TH-7cDbs, 5 7 BEICIZ 21.0 &
BEFR U7, 8 HE ZTHERS LI, AFEDE
ML Tt L7z, Bk 6 AROBRT, 12.0 L¥E
@M% RLIce A@IX FEERBM. MORREFT,
AP O LR, AMBS ORGS0, RER
DA STETE,

FEREALSNMCARRSOEEE Bhh 5 BRKREME
DRERII -7, :

72k, EW 9 T, 3EE (2 BA) OAMBERIC
BEOMANEIZKL, 4 BB (2 BE) #5HICHR
BOFI NS0T, 2 BRTERSHIE L OB
Ei, AHERCRRER-TED, BERE7 V=1
Wy BHRTOSAHTHRBOERELFLILOT, &H
LOBEEMIRTVEDEESR B,
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IR HAE IRV DAL T RAL T 9 2 806, S Ze iRy
TOMBAAC, W OB, B5iT MIC KL
OfrhRED 1 KR ERcN 2 C &R R LE T DM,
TPIT BT EM T 2 IR PBOHAL T D HLKRPN L
A B G & QBT S mic iU, [RYYED
e Kicikir2dnEbhs,

TZTRAIL, 6059-S 1 g % 30 43hid THiGkY
L7854y (Group 1), 0.5% ) FHh4 vilCiAfRL T
e U183y (Group 1) oilurhlae, dotkdl 2
RN BB ARE L7,

Group 1 DM, Ak THcE -2l 99.1
ug/ml (GF3) ARL, Z0O®I3 RN (T # 50
~80 TR Lo FEBIRKZIFOMApMEEE, R
MRFEIC & B /¥ Y Fi3 H5H, 72~166 53T 15.4~
67.7 ug/ml 2RL, FHAMETRHOMPYMEDS 122~185
YT 12.6~43.3 pg/ml ARL 7T,

Group TOMA#EE, FHikk 50~67 ST 17.3~
41.5 pg/ml, 74~13045>T 18.3~42.3 pg/ml, 124~220
4T 11.3~38.4 pg/ml %R L7, 0.5 g KO
REY LRl TE -7 KRN 30 ABREENT, B
E®K 90 2T, TOROMHEIL, % 30 pg/ml THo
7o

Group I, NOE, R, FEWHM. TFEEI
FEBRDOMBAIRE 2 FAETHERT 5 &, Group |
Ti3 9.5 pg/g 16.7 pg/g, 13.7 pg/g, 10.2 pg/g, 11.1
1g/g THY, Group I Tid 8.6 ug/g, 8.0 ug/g 9.0
ng/g 11.1 pg/g, 10.4 pg/g TH->T, JHABE T
Group I M BFEICHWVISMCIZ, TRMT 2R3, -
7o

Group I TOMMAMEL, M, FEHE, F=IE
&, FEBMT/NT Y +2K&EL, Group I Ti3, kL
RBEDNT Y N /N&h o1, Thid, Group 1T
RFEBIRD RERFEH D457 F 58 KEWD DiCHL,
Group I TR FEBIRDOFEAFFRIDHHES 50~55 &
NTYFONEOTEN—REEZ SN B,

%72, Group I TIZ, MABED -2 ilicFEHIR
K LIDT, RROMBABERIEL -2 %iTiE, b
S EEKBAENTRTE S, LIEORBELD, 6059-
S RS o 3B ERS LR omdrs 5 Uik
WEEEIL, TUMRRYPEORELEE LT LI LITHEE
9% S. aureus, S. pyogenes, E. coli, Klebsiella, 4 v ¥
— it s XD Proteus, Enterobacter, Citrobac-
ter, Serratia 13 LUNIC IRTMED Peptococcus, Peptos-
treptococcus, Bacteroides %D BEIRSMk#RICX 3 MIC

NOV. 1880

D 80~100% %F5> cover T 2METH 3 LB hh
6”0

Ric, MR BYE 15 Hlic ¥ 2 ERHE %
Table 6 ICEED TR BRUERBDEN L2411
LcERBEMHmo 1 Pleks, 3 8 4, A% 5
i, zh 1 ITHEYRIZ 92.9% THo1, LT
i3, FEEMT S Yich, 228, % 3 #, FE
Wiz 4 Bih, ¥%h 3 #l, B 1 #, b)) v
D 1 GI3HL, N BIREIO 2 vz %Y, 1
VRIREIMD 2 Bz, Exh 1, M®ED 1 HiTEH-1:,

—75, 15 fidh 11 PITHRENOFRETREL
L. €03 bbitid, FRME 11 b M 10 #
THh-1:

A2, IFRMR 11 b 10 #kAsi%L, 2
DI BhiriL, E coli 7 #keh 6 ¥k, S. faecalis 2 ¥
th 2 gk, S. epidermidis, P. aeruginosa £ 1 #keh 14k
MHKUtce &7, IR 10 K 9 HdHkL,
2D bbiFid, Peptococcus 2 ¥krh 1 ¥k, Peptostrepto-
coccus 2 ¥k b 2 ¥k, DBacteroides 5 ¥kth 5 ¥, Eu-
bacterium 1 kb 1 BDSIHE L7,

MIC ORIFELBIFXHER 9 B, HME 8 #ic
20T, MIC tDOB#ETRARZ L, 0.2 ug/ml @ E
coli 1 #k& <0.025 ug/ml @O P. magnus 1 ¥HED
icE EE- 1AL, 2THK LR, >100 pg/ml Ot
EHT B3I hhboT, S. faealis 2 HL P.
prevotii 1 ¥kiZ, HIEFMICIZEE LI

BIfEAE LTI, MAEEDY, 5 B8R (3 BA)
B 5 THIELAAD 1 fiaohih, TARFDIHH
REBDI-HHASHTIRIEOY, &5H&D AP ED
REFRARDIFIN 1 P71z,

UEDERMS, 6059-S 21 A 1~2g (WY 24
) RS T RHERS CERAFFERNSERL
EICENIBBRYROPHETE ZNEMETH S EEX
5o

X [

1) NARISADA, M.; et al.: Synthetic studies on B-lactam
antibiotics, Part 10. Synthesis of 78-(2-carboxy-2- (4-
hydroxyphenyl) acetamido) -7a-methoxy-3-( ((1-meth-
yl-1H-totrazol-5-yl) thio) -methyl) -1-oxa-1-dethia-3-
cephem-4-carboxylic acid disodium salt (6059-S) and its
related 1-oxacephems. J. Med. Chem. 22 : 757~759,1979

2 ) YosHIDA, T.; M. NARISADA, S. MATSUURA, W. NAGATA
& S. KUWAHARA :6059-S, a new parenterally active
1-oxacephalosporin(1) Microbiological studies, 18 th IC-
AAC, Oct. 2, 1978 (Atlanta)

3) 270 A R{LFEREFELAARTRRE, FRY /RAVY
L 6059-S, 1979 (KHR)
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FUNDAMENTAL AND CLINICAL STUDIES OF 6059-S
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

Koji HiraBayasH! and ETsuko OxaDpaA
Department of Obstetrics and Gynecology, National Fukuyama Hospital

Fundamental and clinical studies of 6059-S, a new injectable oxacephem derivative antibiotic, were
performed to obtain the following results.
1) Average concentrations of 6059-S in serum and female genital organ tissues obtained at 2 % hours
after administration of 1 g by intravenous drip infusion or intramuscular injection were 27.3 ug/ml or
25.4 pg/ml in serum, and 9.5 to 16.7 ug/g or 8.0 to 11.1 ug/g in tissues, respectively.

With the concentrations obtained on the above both in serum and tissues, 6059-S is considered to
inhibit the in vitro growth of organisms in almost 80 to 100% of causative organisms such as gram-neg-

ive bacilli and anaerobes which are frequently encountered in infections of the female genital organ.

2) 6059-S was administered to 15 patients with various infections of the female genital organ at the
dose of 1 to 2 g daily divided in 2 times by intravenous drip infusion or intramuscular injection. The
breakdown of infections was as follows: 5 cases of pyometra, 4 cases of endometritis, 2 cases of pur-
ulent lymphocyst and 4 cases of abscess. The clinical response of 6059-S was excellent in 8 cases, good
in 5 cases and poor in 1 case (purulent lymphocyst) with the efficacy ratio of 92.9%.
3) Bacteriologically, a total of 21 strains was isolated from 11 cases out of 15 cases before the admin-
istration of 6059-S, and 10 of 11 strains of aerobic organisms (7 of E. coli, 2 of S. faecalis, each one of
S. epidermidis and P. aeruginosa) and 9 out of 10 strains of anaerobes (5 of Bacteroides, 2 of Peptococcus,
2 of Peptostreptococcus, 1 of Eubacterium) were eliminated, respectively.
4) No side effects or abnormal laboratory findings were observed except for in 2 cases, one with chest
distress during drip infusion and the other with mild elevation of alkaline phosphatase. It was uncertain
whether the latter finding was due to this drug.
5 From the above results, 6059-S was considered to be a useful antibiotic for the treatment of geni-

tal organ infections in the field of obstetrics and gynecology.



