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Fig. 1 Sensitivity distribution of clinical isolates
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Fig. 2 Correlogram of MIC: S. aureus 39 strains (Inoculum size 103/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
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Fig. 4 (2) Correlogram of MIC: E. cols
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Fig. 5 Sensitivity distribution of clinical isolates
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o
Fig. 6 (2) Correlogram of MIC ; K. pneumoniae 27 strains
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Fig 7 Sensitivity dxstrlbution of clinical isolates
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Fig.8 (2) Correlogram of MIC : P. mirabslis 43 strains
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Table 1 Sensitivity distribution of clinical isolates
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Fig. 9 Sensitivity distribution of clinical isolates
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Fig. 10 Correlogram of MIC: P, aeruginosa 41 strains
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Fig. 11 Sensitivity distribution of clinical isolates
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Fig. 12 (2) Correlogram of MIC : Serratia 40 strains

! Inoculum size : 10%/ml

MIC (rg/ml)
Al

12,5
6.2 1
31
1.6
0.8
0.4
0.2
0.1
0.05
£0.025

£0.025005 01 02 04 08 18 31 62125 25 %0 10 10
CMD MIC (ug/m1)

8139-S
i
{
{

L; mi:.: :.-!-_-\ win|e

MIC (ug/ml)
>100
100

50

%

12.5
6.2
il
16
0.8
0.4
0.2
0.1
0.05
=0.025

~N

6059-S

el |wWw|lwl s INnIo

S0.050050) 02 04 08 15 31 62 125 25 50 10 >l
CTM MIC (¢g/m))

I #%Aa3%

1) [ElXEER

F v MCRERRETEIICEILLEBLI-5 v b
BRIwNMd 3 oD 6059-S ORBERENULERD
R, BAERBE 4pg/ml T 90% LIE, 40 ug/ml
Tl 0% BEH 202 nll B2 @R L1837 (Table
o

2) WBNBE

BIsElE (free ) 12 Table 4 XS5 ICBICd - & b
@&, DVThHK, MsH>H=B>NRORTH -7,
INAEFRO 6059-S OEURETHEL /25D (Total)
% Fig. 13 & XU Table 5 iITRLUTH 508, BEBoO®
BFIEGIZ free EEZESTTU,

Inoculum size : 10%ml

MIC (ug/ml} sl
100 /
100
%
%
12,5
6.2 1
a1 )
1.6
n.8 !
0.4 411
0.2 1141
n1

0.05
£0.025

S-S

wlolm|oalojw]m—w

—

0200600 02 04 08 15 3] 62 1252 % W >
CMD NIC (ng/nl)

MIC(ug/ml)
L]

31
g 16
0.8
0.4
0.2
01
0.05
$0.05

NN -
~N
—

Fd
~N
i)l e ]

SALE500601 02 04 08 16 31 6212525 S0 W OW
CTM MIC (rg/nl)

oD% CEZ LWt 3 LY, migTis 60585
DHEIEL, FFTik CEZ kbl

W ERERRK

EEERINC 6059-S % MAKRAL - EMDLML, EX
H, %58, $HREIUEME LS Table 6 iTRL
b ot

G 1. H.S. 46 F 2 K%

¥ 2 BRATH SMNE LUMENS D, WK EhD
UL, MRS S, RR, TS SICREE
S X > TABEL 120 W X HiRE AR~
FTHICREL T, RPs LM TRkt
FEEHMU 7, 6059-S 1 g ZHS AWMIELTS A
B> EMEBAKRESFS 5 ARl Uk ¥



VOL. 28 S-7

CHEMOTHERAPY

Table 3 In vitro recovery rate from tissue emulsion

508

’l‘heor‘::at]i‘tl::l 40 ug/ml 4 pg/ml
Recovery ug/ml % ug/ml %

Liver 27.3 68.3 3.6 90.0

Spleen 323 80.8 4.0 100.0

Kidney 324 81.0 3.7 92.5

Lung 30.1 75.3 3.7 92.5

Muscle 26.5 66.3 4.6 115.0

Brain 344 86.0 4.1 102.5

Blood 33.1 82.8 3.7 92.5

Table 4 Tissue concentration of 6059-S
(Rat, 100 mg/kg im) < Free >
Organ "\ Hrs Y Y% 1 2 4
Liver 25.5 33.8 23.7 6.3 0.2
Spleen 7.9 10.7 7.1 1.0 Trace
Kidney 144.7 190.0 161.7 39.7 8.6
Lung 28.3 41.0 29.2 6.3 0.7
Muscle 10.5 13.8 10.6 1.3 Trace
Brain 1.7 1.9 1.7 0.4 0
Blood 67.2 59.3 48.0 17.3 39
(ug/g or ug/ml)
Table 5 Tissue concentration of 6059-S
(Rat, 100 mg/kg im) < Total >
Organ\ Hrs Y% ¥ 1 2 4

Liver 37.0 50.0 335 7.6 0.1
Spleen 8.4 11.8 7.5 0.9 Trace
Kidney 192.0 260.0 220.0 48.0 9.7
Lung 27.0 54.0 39.0 7.2 0.6
Muscle 12.0 17.0 123 0.8 Trace
Brain 1.6 1.8 1.6 0.3 0
Blood 86.0 74.0 59.0 20.2 4.2

(ug/g or ug/ml)
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Fig. 13 Tissue concentration of 6059-S <Total>
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4 gTdylL CET 1 3 6 g Ic&E, =Rk, L7,

£H 13, Y.K. 69 F 2 WIEW%

4 Al S B, FE, FRIRIK BIUBERMZ & 12
L, SEET Nalidixic acid %4{%5 & e B,
KB efN I ntce RPEIL E. coli TH-1ht, KH
lgl@a 2@, 8 AMARKHIEIC XL, Kb
BzOMOAGHEL B TH > 1

fEf| 14. G.I. 68 F 3 [RESMRYSE

NEES JUMBATARD, HEHT -7 VvEER,
Fikatic Proteus mivabilis D3 S W=D TAHF%E 1
A2g 6 ARESICKDRPEIIBRIEE L1,

fEH 15, T.U. 69 F 2 WIWA

B EEREE S KUBRFE TR, RREH, B
Waxtl, Ric E coli 28B¥AH LD AFl 1g
182 @EARKMECED 2 BELSHTRIRSL, 6 B
RO G CIRPEIZRME & 72 0 FHERDEBRL 720

fEG) 16, Y.K. 36 F @ RMBERY /TR

# 10 BRi; S 38C BOFEM, B Y v/ HERZ
&L, ERTMRT 2 bBREBET (AMPC 2853
Tk, YRE2AN SNt 6059-S1g 2 1 B 2
@, 5 B0 AEHEICKD, KFhBXU CRP @
WE, Y U HEORYESEDI. BBARFIL, AR
K, BMmERDS 3 TiC 2,400 &AL T AL, virus

HRBD 7D TH - 7oh, LlicEbhsz AMPC gk
-1 bDOHFINT, ARG H% 3,500 icMmML Tior,

PLEDERNIC DO TERUX S iR OBKRZERS Ta-
ble 7 IRT, AMICLDE Bbhd REMOEX
GOT k4 1 ) (1 Mikiciz EM®IL) 0A Th-
720

% %

M HTF RN AR THEEN 2=~ 7 IR,
% & 6059-S (2, £DHE M Staphylococcus aureus
ici CEZ, CTM, CMZ B8XU CMD kb% 31,
Proteus vulgaris, Serratia, Klebsiella pmevumonice T i3
zhom MICH 100 wg/ml LLED B TH 6059-S
ICRFORTM A RL, $/- Pseudomonas aeruginos
Icid CTX XD &SI ¢TI . ThEDREKITK
WY Dkt s RIT—FKT 5,

79 POMEBAREIZ, chI CRIAMKRIL T
{fi> Cephalosporin ‘-" & HEiT 3 &, FFARER
CEZ, CFX, CMD, CXM X bhig\ A, B T4y
CFX, CMD kg doo, 1 fLlgizens
L0553, MiTi2iziz CEZ, CXM kKL L,
A& D@ Bgehtklo,

TUNRRYYE 8 #l, NLERRAE 3 #. KERERQME 4
LU Y o5 1 Fodt 16 FlicERULE,
26 1 flid~=4 275X~ BRYIETHERRE L U1
gD Klebsiella pneumoniae i X 2Rz D 1 Fii
KHToHD, 5 AREALIERT, Pseudomonss
aeruginosa ICHIEAR L 1c, Streptococcus viridams 455}
BE N MAFIC QBB TH - 7o D1 81 YK
D E coli it x2BEMKIC1 A2g % 4 BRAR
BU7hE%T, Ltk CET 6 g/A THEIC RAEHR
U7zo LIED 4 FlABKRE, MoRI3T~T—REKN
ICEYTH - 10

EBIfEAE LT GOT o LRFIN 1 EDLh, I
B LERS R RIKIE IR T I RFTE bSO Flds b - 1oty 20
I IZEEICRITER B 5 WD IdARIC L 5 LB A RER
B {F Y (RA 0 T A

DL OREED S, ARIBREROIER EHBLTS T
LABHBEICIIRBE AN, 77 aREEICRT D
rRE AR HERNDO— & LTAK, ZOHRNH
BEhz, /ERICOVTIE, ERAICE->TIRE2EK
BERBZC LD, AR EHERDOHT ARTHS
Jo



809

CHEMOTHERAPY

VOL. 2887

0l ss Y39M 3UO Id}J PIZI[BULION : LYV :V o10Jof : g
o To e Talala o [m] & [a] o [oo]
mo sl s E e w | wm v s e [ m s
o | aln |5l e len [ wm w [ v w
PR R AR ERE
R R E AR EEE
R ENEAEIE
oo e e el Twm | w N w e [ [
o o oh | a [a [ Tem (am | m u] s e[
Gl [w s s el T e e [ [
AEEEEERFER R EE T
R R R R RN EE
a | o (o [a Twa (e wm m v we e[
R R ENEE AL
PR R
ol w [ x e e wmm i w e [on [
v | o e | m | w | e lme e e v w e [ |
sy [ [ | | [ | WSV e o e [ o

$-6509 JO UCHENSIUTWDE 19378 PUE 01053q STUIPULy A10}eI0qE] L SIqEL



510 CHEMOTHERAPY NOV. 1980

18:623, 1970
X L 5) AL B HARTF, B 5 HEXE EEsl,

1) BNSAEIBE (L #IERTE e Chemotherapy 23:1, 1876 WLk, BCBFkETF @ Cefoxitin iC W8T 5 XM1 - Woke
2) AAMR B FEART kM, AIMUP O SiEYH RSO %, Chemotherapy 26 (S-1) : 337, 1978

WY % B B 5 24— 45 4T s 1 38 band culture method (C 6) KA #t, AT, B 3 GRXE, LEARL,

2T, AAMIK 2:205, 1973 DBk, BCUFMTF o Cefamandole iC M3 25 Xt . g
3) #5270 AAEMEES NH ALK, FiRy /R IKIfIF%, Chemotherapy 27 (8-5) :260, 1879

¥ L 6059-S, 1979, X[ 7) AAR . MART, B FE LEXE, tARY,
4) KAMR B, ALY, MART, 1 5UE, BT WAL, BCUFMF o Cefuroxime o @8 - HpkHG

Cefazolin iz |94 2 M - H5K(AWI%. Chemotherapy 9¢, Chemotherapy 27 (S-6) : 415, 1979

BASIC AND CLINICAL STUDIES ON 6059-5S

HirosH: OkuBo, Yuruko OkamoTo, FuMiniko UBA, YOsHIHIRO UEDA,
Ke16o MAEHARA, and JuNkO MAKINO
First Department of Internal Medicine, Kansai Medical University

6059-S, a new antibacterial agent with a chemical structure similar to cephalosporin developed by Shio-
nogi Research Laboratory, Shionogi & Co., Ltd., had been examined on its activity against bacteria isolated
from human infection foci, as well as on its distribution in rats. Some clinical trials were also carried out.
The results obtained were as follows:

1) Antimicrobial activity: Although the activity of the drug against S. qureus strains was weaker than
cephalosporins (cefazolin: CEZ, cefotiam: CTM, cefamandole: CMD, and cefmetazole: CMZ), the distribution
pattern of its MIC being biphasic (6.5~12.5 pg/ml, and>>100 ug/ml), E. coli and P.aeruginosa strains showed
higher susceptibility to 6059-S than to the rest. 6059-S was found to be active even against GNB (P. vul
garis, Servatia, and K. pneumoniae) resistant to the cephalosporins.

2) Distribution in rats: The distribution pattern of 6059-S in rats after intramuscular injection of 100
mg/kg was similar to cephalosporins, the concentration order of the organs being kidneys>>blood>lungs=
liver>muscles=spleen>brain. In liver, the concentration of 6059-S was lower than the cephalosporins for-
merly examined by the authors. In kidneys, its concentration was at first lower than cefoxitin or CMD, ex-
ceeding them from one hour after the administration. Rather high concentration of 6059-S was found in
lungs, similarly to CEZ and cefuroxime, being much higher and more persistent than other cephalosporins.

3) Clinical trials: 6059-S was administered (0.5~2.0 g x2~3/day by drip infusion or intramuscularly for
4~13 days) to sixteen patients (RTI 8, BTI 3, UTI 4, and lymphadenitis 1). Twelve of the patients well
responded to the treatment, although no response was seen in the patients with streptococcal pneumonia,
E. coli pyelonephritis, or pneumonia as a terminal infection of leukemia. Judgment on the effect of the drug
was withheld in a patient with Mycoplasma pneumonia. As for the side effects of the treatment, neither
untoward clinical reactions nor abnormal laboratory data attributable to the drug were detected, excepting
a transient elevation of S-GOT in one patient.

These results obtained suggest that 6059-S should be one of the excellent antibiotics newly developed.



