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CHEMOTHERAPY

6059-S DLk i Y B K KO R B

)l di— - WDMAR - /A ot D&Y - PRERE
ARG K - pARdK - /ML 2 - BIRKSUE
WA
R
RGBT R R

b bR D Escherichia coli, Klebsiella pneumoniae, Enterobacter cloacae, Serratia mar-
cescens, Pseudomonas aeruginosa 1Cx$4 5 6059-S o MIC ZJEL 7=H8, {t%kD Cephalosporin
illod, W DENGTRII%R L Cefotaxime @ & HICHHUL Thrteo

6059-S 1 g itsmomurhMeE 5 L URMEILEKE 6 Hd volunteer iC DO THEL 7%, M
BEE 6 Pl T 30 Ak 86.8 ug/ml, 2 Mifilik 32.0 ug/ml, 8 W)k 1.7 ug/ml % 7R L,
half life 13 914 Cd » =0 FRAEIRARIT 8 ME[lilF Tic 6 MDD T 76.7% TH-1

2 PIO@HE LERYSED BEFIC BT 6059-S AMGEA LD M BEE S X UMKIBRESXRIEL I
», 1 FITid 3 g ATIh#EED peak A% 150.6 ug/ml, KHEABEEIL 7.2~9.0ug/ml 27RL,
o 1 BT 2 g ABTIPEED peak 55 110.0 ug/ml, WERREIT 2.2~2.4 ug/ml 2R
L7

FARERYIE 21 41T, RTI 13 G TshRHERED 1 flEor: 12 AgEzhLl s 7 HTH
$h#& 58.3% %RL, EOBEZRIEDL - 72D, WH 5 #dh 2 iz Pseudomonos aeruginosa iC
& B8 KOE RYAE Tdh » 7co BTI, UTI ZDOMOKLEE 8 Hlicd L TIREZLLLEL 7 H, 87.5%
THRTERRTH- 70

BUWEREL T, RBEXLLALOOM 1§, KARS &RIFREKESE&-Lcb0, GOT i
MMCERULIBDH, &1 HH1cDHTH S,

iz Table 2,

NOV. 1pgg

Fig. 2 1R T X512 10° cells/ml #&

6059-S |3, Cephalosporin HilOFHUEHE T, T ik
BALIEOHEARY P vEFT 5, bhbhidAx#os 5 4
Bt REIcT AHEN S XUAKIC BT 2RI, Htico2
BE L, 2 POBHMBRIVEICARAEERE LIcDT, ThdOR
HICOWTHET 2,

I.t & A

BRIRATRY & ML 7o RS 5 AfatkigE (GNB) i
2% 6059-S » MIC % Cefoperazone (CPZ), Cefo-
taxime (CTX) & Hibat U 7o BUEHIT B A LT H:
SOV T HEY, FEREERIZ over night culture (10°
cells/ml) & 100 fEFHRIK (10° cells/m]) %l 1z,

4% : Escherichia coli 25 #icxtd % 6059-S (0 MIC
i3 Table 1, Fig. 1 ind &5 icEREERE 10° cells/
ml Ti3 92% A3 =<0.78 ug/ml, 10* cells/m! #ERET
12 84% #3 <0.39 pug/ml %27RL, CPZ khD#EFT
f, CTX & B RABO REHIERL

Klebsiella pneumoniae 25 ki3 3 6059-S o» MIC

Tid 6.25~50 pg/ml % 7KL 7274, 10° cells/ml &
T34tk <1.56 pg/ml % ;xL, CPZ XoHEFFC
h, CTX L AETHI2MBHERL,

Enterobacter cloacae 25 f i34 % 6059-S @ MIC
13 Table 3, Fig. 3 ic ;7T & SHic 10° cells/ml &&
T3 1.56~50 pg/ml, 10° cells/ml HEETI3 0.05~%
wg/ml & §EIE MIC % SR U 724, CPZ, CTX KU
BT S REAERL 1

Servatia marcescens 25 ki xt4 2 6059-S @ MIC
i3 Table 4, Fig. 4 iC;RT & Sic 10° cells/ml &8
Tt 0.39~25 ug/ml, 10° cells/ml & Ti3 0.2~
12.5 pg/ml &4EEW MIC A5RkU7-ds, CPZ CTX
HELUT Ch B %R

Pseudomonas aeruginosa 25 ¥Ric 3445 6059-5 O
MIC i3 Table 5, Fig. 5 kir¥ &S 10° cells/m!
ERTI3 3.13~50 ug/ml, 10° cells/ml #ETIZ 1.5
~50 ug/ml gLV MIC #5%L, CTX &h#HTY
¢h, CPZ X 0ETH3HENERLI
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‘ el orts \ 3:\\.\\‘~ asa
Drugs {$005 0. 1]0. 2[0, 33[0. 78]1. 56]3. 13]6. 2512.5] 25 | 50 [100]>100
6059-s [10| 821 21 1
crz (3o 2 5 4 11| v
CTX [13]4]2 1 2(1]2 /

MIC (#g/ml) : Number of strains

Fig.'1: Correlogram between 6059-S and CPZ or CTX
Escherichia coli (n=25)

I PP T N
Thrugs. 5680. 1]0. 2]0.39]0. 78]1.56[3. 13[6. 25[12.5] 25 ] 50 [100]>100
6059-S|7|7]4]|2]3 1 1
cpz |3|3l3fs3|2| [1]2|2]2]3]1
ctx |1lefa|3lefajr|1f1]1]1
MIC (#g/ml) : Number of strains
x 1dil.
pg/ml
>100
wo| |1
so| [1]1 1
% 1 1
12511
6.25| 1 B 1
ERE) 1
© 15
om| [1]1
03| [2] |1
0.2]1})1 1
o111 1
£0.05|,3
$0.050.1 0.2 0.390.781.563.136.2512.5 25 50 100 >100
6059- S #g/ml
x 1dil.
Hg/ml .
~>100
% 1
25} . 1
12.5 [ 1
6.25 ~E 1
SR 1l
5. 3
156 [2]1
C078 | 11
039 j2[1f
NHEINZEEN
corgap] folif
S0.0501°7 | | A
$0.050.1 0.20.390.781.53.136.512.5 25 50 100>100

6059- S Kg/ml

CPZ

CTX

KE/ml

X100 dil.

100

50

25
12.5
6.25
3.13

1.56
0.78
0.39
0.2
0.1
S50.05

41,371

pug/ml
>100

100

12.5
6.25
3.13
1.56
0.78
0.39
0.2
0.1
=0.05

{2

IR

3

£0.050.1 0.2 0.390.781.563.136.2512.525 50

100 >100

6059-S Hg/ml

X100 dil.

o |
e [

=

.1 0.20.390.781.563.136.2512.5 25 50 100 >100

6059-S #g/ml
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Table 2 Sensitivity distribution of clinical isolates
Klebsislla preumonias 25 strains

2 10 2 6050-S
< - — G050~ - —_— -
g ™ SRR I — § 4 x100dil.  -=-=- CPZ
Tl BRI B g . —— CTX
o8- & 80} \
K ) “ .
G0 wf \
2 1) 3 q0f \ P
‘o ~ ‘o - / \
B 201- /\ E 20} Y, ‘l‘
a / =] . X- . A -
] /' s~ e Z - TN
Drugs 0050, 110, 2{0.49{0.78{1.563. 1! 50 Drugs oo 0. 1]0. 2[0. 38{0. 78 1. 56/ 3. 1316.25/12.5{ 25 | 50 m
6059-S slwl|4]3 w59-S | 910]3] 2 1
cPZ 3(5(7(8]4 cPzZ 1j1f1|1]3}2]|1]2
CTX 8(5|5|56]1]1 CTX 23111 :
MIC (#g/ml) . Number of strains MIC (gg/ml) . Number of strains

Fig. 2 Correlogram between 6059-S and CPZ or CTX
Klebsislla pneumonice (n=25)

X 1dil. x100 dil.
pug/ml Hg/ml
>100 1 2 >100
100 2{2]2 100
50 214 [ %
% 2|21 ]
12.5 112 12.5 2
N 6.25 N 6.25
s 3.13 % 3.13 2
1.5 15612 1
0.78 0.78 1
0.39 0.3 1
0.2 0.216|7 1
0.1 0.1]1
=0.05 =0.05
£0.050.1 0.20.390.781.53.136.2512.5 25 50 100 >100 $0.050.1 0.20.90.781.563.13625125 25 50 100>100
6059- S #g/ml 6059-S pe/ml
X 1dil. %100 dil.
p#g/ml Hg/ml
>100 >100
100 100
50 1 S0
25 1 25
12.5 3 2 12.5
” 6.25 2|3 . 625
!5 3.13 41 S 3.13
1.56 4(4 1.56
0.78 0.78
0.39 0.39
0.2 0.2 1
0.1 0.1 |1
50.05 =s0.05[9710] 2] 2

£0.050.1 0.20.390.781.53.136.2512.5 25 50 100 >100

<0050.1 0.20.90.781,5%3.136.5 12525 50 100 >100
6059- S Hg/ml

6059-S hg/ml



Table 3 Sensitivity distribution of clinical isolates
Enterobacter cloacae 25 strains
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a 20r
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Drugs E0030. 1]0. 2]0.39]0. 78] 1. 56[3. 13[6. 25]12. 5] 25 | 50 [100]>100
6059-S 6 5|12 2
CPZ 5013 21194
CTX 3 414]5]3]6

CcpPz

CTX

MIC (ug/ml) . Number of strains

Hg/m)
>100

100
50

12.5
6.25
3.13
1.56
0.78
0.39
0.2
0.1
£0.05

p#g/ml
>100

100

12.5
6.25
3.13
1.56
0.78
0.39

0.2
0.1
£0.05
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Eor
2
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“Drugs_[z008]0. 1]0. 2[0.39]0.78] 1. 56] 3. 13] 6. 25]12. 5] 25 [ 50 [100] 10
6059-S | 58211 3 32
CPZ 116811 1|2 1] 4
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MIC (ug/ml) : Numher of strains

Fig. 3 Correlogram between 6059-S and CPZ or CTX
Enterobacter cloacae (n=25)

X 1dil.
4
1 313 2
1
1]1
2 1
1
2 3

£0.050.1 0.2 0.390.781.53.136.2512.5 25 50 100 >100

6059- S

X 1dil.

pg/ml

DN | [ =

$0.050.1 0.20.390.781.53.136.2512.5 25 50 100 >100

6059-S

pg/ml

X100 dit.

=0.05

<€0.050.1 0.2 0.390.781.563.136.2512.5 25 50 100 >100
I
6059-S Ke/m

X100 dil.

Hg/ml
>100 11

50 1)1
25 1
12.5 1 !
6.25 1 1
3131
1.56
0.78
0.39]2
0.2
0.1]2

=0.05

CTX

NN
—

<0.050.1 0.2 0.390.781.563.136.2512.5 25 50 100 >100
6059- S #g/ml
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Table 4 Sensitivity distribution of clinical isolates
Serratia marcescens 25 strains
b > %
§ 10 xtain. oo %58 § 1007 p— 1
ol ooz E wl x100di.  —— CTX
- I 's I~
. 6o0F s 60f
'g r i i /‘\
2 40t . 2 40 /N
& i o W™ 7] [ )’\ \
£ /X £ wf M
v L .\ oy
3 A: P, - il g \ N
“Drugs [50050. 1]0, 2]0.39]0. 78] 1, 56]3. 13[6. 25[12. 5] 25 Drugs 004 0. 1]0. 2}0. 340, 78]1.56 6. 25]12.5 ﬁzf{j {1000>10
6059-8 1]2 52123 60595 397 2202y | 11
"CPZ 2 718 CPZ 3jnl2{2|3 |1}
CTX 3{2|6[11]3 cTX 1]2]5]9l42f2j3| | |
MIC (ug/ml) : Number of strains MIC(ug/m}) . Number of strains
Fig. 4 Correlogram between 6059-S and CPZ or CTX
Serratia marcescens (n=25)
X 1dil. X100 dil.
Hg/ml Hg/ml
>100 1 2 93 >100 1 ‘
100 1 213 100 1 |
50 50 |
2 * ] 1 1{1 ?
12.5 1 1 12.5 1)1 |
6.25 6.25 1[1 |
PR EERES 23 [
© 1.5 © 1% 1]2 j
0.78 0.78 |
0.39 0.39 \
0.2 0.2 |
0.1 0.1
=0.05 <0.05 |
<0.050.1 0.2 0.390.781.563,136.2512.5 25 50 100 >100 $0.060.1 0.20.390.731.563.136512.525 50 100 >l
6059- S #g/ml " 6059-S rg/ml
wg/ml X 1dil. wg/ml X100 dil.
>100 1|2 >100
100 3 8 100
50 2)1{2]1 50 N
25 111 2% 1
12.5 112 12.5 1
o 85 o OB 1 1
= 3.3 & 3.3 111 2
© 13}
1.56 1.56 53 1
0.78 0.78 23
0.39 0.39 2
0.2 0.2 1
0.1 0.1
<0.05 <0.05
ie, SO060.1 0.20.90.781.5%3.136.5512.525 50 100 >100 wi. SO0 0.20.390.781.534363512525 50 100 >0
Ty 6059- S #g/ml . 6059-S pg/ml
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Table 5 Sensitivity distribution of clinical isolates
Pseudomonas aeruginosa 25 strains
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6059- S 1 7
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100
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Fig. 5 Correlogram between 6059-S and CPZ or CTX
Pseudomonas aeruginosa (n=25)
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Fig. 6 Serum level ol 6069-S

NOV. 198y

——

Fig. 7 Urinary excretion of 6059-S

H1g/ml %
Hg/ml 4,000 - 1,000mg 1. V. o0
10 n— 6 (Mean * S.E.)
1,000 mg 1. V.
n= 6 (Mean + S.I%)
76.7 {g
&0 TV A 91min. 3,000
7 l
60| ! 19
2,000 p
i
40 + ] 44
1, My
20 +- -l[ 4%
. iy
P
L . 0 0
121 2 4 6 8 hours o2 " e s
Time (hours)
Table 6 Serum levels of 6059—S after single administration by 1.V
(1,000 mg, n = 6)
Serum level (ug/ml) at hours
. Volunt
No. olunteer 12 ] 5 4 6 8
1 | Ts. s 36Y% 1 100 | 610 430 | 230 | 54| 29
72 kg
2 | sMos 307 950 s20 | 330 | 123 27| 11
52kg
32 y.o.
3 H.T. & 71.0 47.0 28.0 15.3 3.8 1.1
66 kg
4 | ET. s 990 100 | s00| 240 | 62| 29| 13
55.5kg : : : : :
30 Y.o.
5 H.S. & 60 kg 85.0 44.0 30.0 18.5 4.0 1.8
6 | KS. 8 200 900 | 440 | 340 | 70| 29| 18
57k . ) . . : .
] 86.8 49.7 32.0 13.7 3.6 1.7
R +5.0 | 2.6 | 2.6 | 2.7 | 04 | £0.3
. Goiss KOSt it
’ ' 1. 6059-S 1 g $xixd M RESRKURFER
A rheERIERES ERTULEEE B, IREEE 4

E. coli 7437, {&:fEpEL 3 5:10° cells/ml, ¥EHuiz
Trypticase soy agar ¥t (pH 7.3 ) ZMi 7,
ok, FRAERSROE AR EEREICIE Moni-Trol T 1fi
FEAML, [RhREREici 0.1 M PBS (pH7.0) %

6 ADREMABTIC 1 g % BEL MbBELRE
IR AR L 72 ZO%HE Fig. 6, Table, Fié
7, Table 7 ICRT EB D THBo MAPRER 6 ploF
¥3C 1/2 B[9d 86.8 ug/ml, 1 ATtk 49.7 ug/mb 2
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Teble 7 Urinary excritlon of 60598 after ulnglb administration by L.V, (1, QOO mg, n=6) ‘
. f T Urinary excretlon at hours Totil
" No. 3 Voluntea* 0-2 ' 2-4 ! 14-6 L 6-8 0-8
: o wgimg | mg | waimg | mg || we/mg | mg | ugimg | mg mg %
1 | TS 8 ?,g i(yg"" 3,100 | 527 1,400 | 1204 | 1,250 | 850 | 610 | 37.8 | 770.2 | 77.0
2 | sMs 2‘2’ :;"' 3,700 | 444 750 |187.5 | 260 | 260 | 270 | 24.3 | 681.8 | 682
3 | HT. s 22 z:' 2,500 | 500 830 | 2208 | 210 | s04 | 110 | 27.5 | 7987 | 79.9
4 | ET.S g: J 'k°g' 4400 | 440 | 2400 | 2160 | 510 | 714 | 110 | 165 | 743.9 | 744
5> ‘H.S. Y 23 ‘l::o' 3,500 560 550 132.0 1,050 94.5 400 34.0 820.5 82.1
6 'K.S. & :g :g'o' 4,400 440 | 2,700 229.5 1,300 87.1 370 ‘ 25.9 " 782.5 78.3
3,600 485.2 1,438 184.4 763 69.1 | 312 217 766.3
Mean ¢ S.E. £303 | £21.1 [ +371 | £19.3 | 2203 | 2107 | 78 | £31 | +199 | 87
Table 8 6059-S concentrations of blood and sputum in two patients
" Time Hour after administration
Patient and dose Before 1 2 3 4 6
s - | Blood concentration
- - 150. - 110.0 -
(ug/mi) 06 !
No.d Sputum e |~ | 12 7.6- | 82 90 | -
K.A.82y.0. 8 1 :
3gD.L 2hr) | Sputum volume _ 35 6.0 5.0 3.0 _
(ml)
Sputum character - P.M, P,M, P,M, | P/M, -
Blood concentration _ _ 110.0 _ 528 29.7
(ug/ml)
No.2 Sputun(1 c(;nci;,ntratxon 0 _ 0 _ 2.2 24
YN.32y.0. Q _lug/m
2gDJl. (2hr.
g »( 1.) | Sputum volume 03 N 0.4 _ 13 14
(ml) .
Sputum character P,;M, P;M, - P,M, P,M,

KM% 3.0 ug/ml, 6 F5RTi% 3.6 pg/ml, 8 B5RSK 1.7
wg/ml T, £ half life (8) i 91 HTH-70 R
tEiR#i3 Fig. 7, Table 7 it;kd & Hic 8 BIE T
ic 6 IOV T 76.7% MEULSh, BrS5k2 H%F'a‘ilal
RICSRON 50% MEILS o

2. MEABTICONT

2 fl OBEIT BT 6059-S 5 WIEARD Mrhps
BLUBEARMBEEREL 720 BRI BERIEEIIRK

% stomacher IC 3T, . homogenize L7:#% paper
disc ¥ T8 - 120 BE¥EREHIZ 0.1 M PBS (pH 7.0)
ZHOTHERLU

No.1 82 F 3 SKEXIRIE (Table9, No. 11)

A%l 3 g % 500 ml OFERICIARL, 2 KT
JEREAL B0 mrh B S X UHEANEE: Table 8
KARTEOiE, MAOBER 2 BRE%RO ST RS
150.6 ug/ml, 4 BRI T 110.0 ug/ml L EOBEEER
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S—6509 YA P3IE3L} JINSAI [ROIUND 6 IqEL

U o8 ek

PIEEI 2.4 pg/ml 28 RETARICHH 2 REABT

BHEBEHEETH - 120

TN

XSiz, 2 B AR TET 110.0 ug/ml, 6 KHE
T 29.7 pg/ml O LEEIE O b BB &

VWREE

=)

No.2 32F 9 BHKEX%A (Table9, No, 10)
A# 2 g % 500 ml OREBICIERRL, 2 BSRIT AR

U 7B BB+ K UMEHKNBE (T Table 8 it 3

U7

U, BHRARES 7.2~9.0 ug/ml D ity

7~
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ICs Rk U 1 Hi2 ks 8~26 AMT, i 14.4
E‘ct')ko
BIED DR BOHEE B X U IK)E DRRBUC TR

No.1 24 ¥ 3 Angina lacunaris

IM 4 BIEkST 2 IRID I DABL 20 FRITEE
IEAUBEHAT 6059-S1 B 2g #5k 4 BEH»S
pam, ABEIZ 8 BEMSHKALU L. IRBHMBIER Tid
WEMTH 70 BRORBUTED » 7208, KPIITITX
M U TENMIRDE L R RNE > 272D TH S
9o —IBEKMICIIAR EHE S NI,

No. 2 50 ¥ '3 Angins lacunaris

MR E NS XD IEIMEORKE b D &
FRATKOBICINS 1S D, HMFFHL ABPC,CET &
HICEHMTH - 7-DT 6059-S £ FRHLI:H 3 EED
BE%LEHICRBEX I LD THIEL I BBIKN
ADOEBTERLOLHICKRAIDT Predninel B 30
mg 5L 1A, REMHEELTAETIRIZ 10 AMAEE
U720 ZAfiZ 6059-S #5474 5 GOT, GPT, Al-P 4%
{FREEYSEEIEL oo 6059-S #5dhk-4#% TOB1 g 180
mg 5L THEBL:. MEMSIR E coli #BRHISH
720 KPIRRIRUERRER TH 50

No.3 30 ¥ 3 Acute laryngitis

AFNINTH LR IR, B, BRLBDH -t
AR X BRBRIBZERTH 7o UPICEZ1 H 4g3 B
RIES U 7o SRS K, R 39.0°C K RAZDT
6059-S1 B 2g 5L B, THONICIM, HE
RoEictrdh - 720 BUAHIT Mycoplasma CF #
ks 128 fFICE CLERLADT w4 375 X = [RYE
LEZ NI RBHEHIEHT Staphylococcus aureus
DRI NIt CEZ BRI TH - 7o & 5 Kz
KB E RO, ULHL, 6059-S (ZHEKMICIZE
HEME SN

No.4 84 % 3 Pneumonia

HBRBIRID - s THiFOMiZT CXM % 5
ARER LIS TH-7cDT 6059-S1 B 4¢g ik
LEELIECH 3 HEICHRRAL, BHERD WivlE
U7zo Ythis & Enterobacter cloacae 73 #xSHIE#
Biicageshicds, #ERTRIBREEZTIDE,»
2o EGEREICIZ 6059-S 2B%h & HE S hichs,  HEBEF
BT ARBATH - Tco
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6059-S &#E L A B EREIET Table 9ICRT &S
ic RTI 13 4, BTI 3 4, UTI 3 &, =0k 2 Hlo
M2l Ths. 1 pivS5RiE 2g~4¢g T, 6¢g B5
At 1 flpy, BESPMZEWERO:D 48 KRILIA

No.5 74 ¥ & Pneumonia

RO M% CHEFETH -7, 6059-S1 R 4g 7 H
BE TR L b8, RARKL, #5 2 BARO R
BXBBHBEAEFRETH > DOTEHZRIEL 0
APNEIRE(GESERER L UTHOBTRREOR
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AT host DAMRMIIRRTH - 720 BRI IZMRY
LMFEE NI WKL SDNMBIIRERTH» 2o

No.6 68 ¥ 3 Pneumonia

g TABLL T & o bt MR & L T b
2z L O L 2 BEH T, TEZEMRIZITTMEFIC B b th
SETH-1o APiC 6059-S1 H 4¢g 5T 5 HE
DHORM, 2 BROMEXMRTRIMERREA LML
Ltco B, MEgEd Klebsislla Preumoniae &AK|i%
B3k Ul AFIOAMICH T B 2RIZBKAIC S
MEMIC S A EHES N,

No.7 28 % Pneumonia

ABHED Vg T 6069-S1 N 2 g $u5 T3 AR
iCiz, 37°C LIFT&EMD, MIBXMRS 5 B Bic KW
#£L7QT 10 MRS THIE L 7ce BRMICKK)IZH
HEME S hice WD O OIREMIZKIEMTH - oo

No. 8 25 F 2 Acute bronchitis

LABEEWMBLEBESELTHD, WBXBRTIZE
U TB 208 57513 T MREIR b > e FMh 38.0
°C, AMmzki®% 10,500, =k, MEK, FFREMNH D,
6053-S1 B 2 g 10 AMXSL AAEMmER# 11,900
T, BERERGIZEALEDL D> D TEAFME L
Utco BIRMICIZAHRIZME EHES NIo BEFDOM
WRIEERTH 7

No. 9 81 F 3 Acute bronchitis

R, WK, BELERELUTARL . BRERI
BRliCis o o foo MBXMBTHRREIZLL, BMK
9,400 TH -7, 6059-S1 B 2g 4 BR), 1 B 4g5
AR S L o RS, oMK, BRIETFRDU 1
BEDMEIEER TH - fco RFNIBHEMITIIMEY &
HEI N

No. 10 32 ¥ 2 Chronic bronchitis

B X #4RTid cystic fibrosis & VI ~AFHA
220U, MEEE4ER 50 ml CLEBH L, W&o
i3 Pseudomonas aeruginosa H8iC 10" cells/ml # it
AN BYPABBETH S, AFlic L 6059-S1 g
4 g 15 ARERE U fob BRI BOEE L < BEhMA
BiD Pseudomonas aeruginosa (3 10° cells/ml & 75
7eo ARFUIARFITST U BERRHIIC & MIBEEHIIC b iRSh & 4
EE¥Nt

No. 11 82 ¥ & Infected bronchiectasis

1 g gkl 200 ml Pl ki & &S EBERTE
Pseudomonas aeruginvsa: 1BEHH O 8 ST B8,
CFS+KW 1062 ic k') Pseudomonas aeruginosa |3—
BBt E 1S DEERMICO REL 7o REBICEH - D T—MH
TRREIR - & CARRCRRBURBEL foo IRBERHA
B 38.6°C, mmm¥k 10,200 TH-7-DT 6059-S 1 H

————

6g 22 TRELKLEZABBEDIN.OC YT
M, 2 BHICIZBEMER 5,700 &72 bnmwcmub;k
b WIERICHOABIE, WEDICIE Poudomong
aeruginosa HEHMBL 1o AMDARICH 3 Wiy
IRIIC b AN L M S hic

No.12 75F 3 Secondary infection with cop
gestive heart failure

DRI MELMAT, WEXGERTHSH0p
DRPMEBE b S ON, KK 5 Streptacoccus pas
moniae, Haemophilus influenzae HRtt & hits, ki
1 B8 2¢g &5ICEDIRE T BBICIWEREOI NS
A5h, AmMRNS GERLLWRDER RN
- teo AKIZERPICTL BIKIIC b IBBEMIC b EHL
MEEhie,

No.13 76 ¥ 3 Secondary infection with jusg
cancer and T. B. i

BYSERIZEA TS - B HED S Cilrobacter,
diversus Serratia marcescens Stapylococcus aureus #
BRiixhioT, 6059-S1 B 2g EALLLEIN
RIH%L, BRAICIITFREMSBRIN, FRIEIS
54T 50 mm (#55] 116 mm) Kk H#¥Iht, X
FliAGic L BIKAgIC b EBFNIC b BHLNESD
feo

No. 14 55 F# 3 Infection with gastric camcer

IS R THE 39.0°C PLbic 81U, Al
10,100, 72 153 mm, CRP 6+ T4 - DT, 605
183g45 3 CHELAECZAHHRS 5 AE,DHE
37.0°C YFeih, BmHRMSERIL, 13 AREES
#RL4E 90 mm, CRP 3+ 2 %L1, BLEBRFS
THo1ot, BER FRUKBELECEDS, KR
APlicx LB EHES s

No.15 54 F 3 Acute cholecystitis with gull
stone ‘

SHIO > SERICHUARE 1 B 45 BiLre
£5 5 BEDOBMENL 1288, ARG HERRE
&0, HEBBMA 20 AMbOSE, AROERE
B2 R/MIL Shie 26 AMORSTEEER, FiR
KL, BHDMESNEL . BRI HHEEHN
I b AR AL HE S hi ’ '

No. 16 81 F @ Acute cholecystitis with gell
stone

APlic CTX % 1'8 4g 16 FAMEREL CERERS
WELhs, BHHD Proteus morgmii HIHRLED
OTREDOENT 6059-S1 g 4g % 12 ATHEEL
jck %, Proteus morgané 3L T Streplocaxus
faecalis BB LTz, % RARIRESDRHER (R
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) M—EERL L ARRIZRE L e 6059-S A
Blic L THEMICIZPPER), HREMICRIERNRE
HEshizo

No. 17 77 ¥ & Biliary tract infection with
plncren cancer

A#lic 6059-S1 B 2 g HRAL, —MMALLHE
##MLA0OT Prednine 1 B 40 mg fFAL AL Z AR
#L, RAERLHE, AMBRKMSERLL. PTC
ic & BBHIER T2 TH - /co Prednine PREfed
6059-S D& TYUBHHE 7= DT AFNTARBiTH L A
icaREHES O

No. 18 25 F 9 Acute pyelonephritis

40°C LB L HRATHO HAERDESE 5 1T 13
RETH 8 WEEICABL:. ABERICIZ CEZ % 1¢g
2 EEHL, BALS 6059-S AHEL kb5 HEk 3

AE»S T°CHEND, BREROMELU . 6059-S.

1g2¢gl0 AR, lg 9 BRABETHIELE, 5%
6059-S #ERIDRIERTIRBHTH-> DT, EHliC
NUTRBEAHROAEUEHES L.

No.19 70 ¥ 2 Acute pyelonephritis

6059-S1 R 4g5 HM, T 1A 2g4 A%
Uk, 85 3 RBICHER, 7T BRkiCARIBSHMY
%, RFROESLNS SOhtc. XIS 2 ABIC R
ERLIBBYTH > o KFIZBEKNICRER & HE
shie.

No. 20 66 ¥ ¢ Chronic cystitis with D. M.

A#licky SBPC % 1 A 4 g 5 HREMEEL, -
RARBELIDICRZ 1208, BRLUIOT Netilmi-
cinl HE 75 mgx2 #5145 3 G EHD OE#H,
R E. coli 8%k, MROWELLY, &5 7 B
BhoER®, AMmEKES 12,300 & 75 - 70T Netil-
micin ZthikL, 6059-S 1 B 2g $r5ichhZ 7o 6059
S 85 7 EHORER TSRS Ntz Bacte-
roides & Torulopsis glabrata 10* cells/ml DW, Bac-
tervoides iXpatt, Torulopsis glabrata 12 10° cells/ml
Lot Linl, 85 7 BRICEOTIBRIE B2
LA BERILICRBBIS 8 - z0  6059-S AR L
THRNICHS), MEEOICEBRO TS > 1 hE%hE
HEE i, '

No.21 38 F 3 Erysipelas on the I-thigh

i, EXBBORK, EEEEHELTABEL .,
EXBBRAKICEERTIEDO KGO L S CRk, &
IRts% b —~ARILL T H b, KBEVTHETRETS
>7% APliC 6059-S1 B 4g W5 LiEc s 3 HE
iTi2 37.0°C LIFEy, 10 BRIDHECEHFES
REALERLIID, AMBREELHEL, BEL .

MM RAREE IR TS DN » o ARNZEEAIICHZ)
EMEE NI,

N. Nk B

HIKENC RS E 22 Uic bt 1 4 (No. 2) -
1eDBHT, (HICKIET <& bDIZAL Mo too KR
BRidic s 5 MR, FFMAE, WMk Table 10 i
RTEBOTHZ, T3, MBEFRRORIICONTHS
& No. 1, No. 6 iR MIBRASKY S8 S8, ¥
{3 granulocytopeny, #3¥ix acute leukemia T % -
7c1:HTH 5o No. 5 25 HRBMAME TIN5, BWé
EBPD HD RMT, AFcksdbosizBbhis
e No. 14 {2, B E5HBMAIBL T3, BEHO
TeHARRRERT BiICKRDO TS - 112D TH 3,
No. 7 itiFBeEki#E® (1%—11%) S HHEBLTE
D, KFAOEEEBbNE, $1, TFREBICREEE/:
L7eb DT, No. 2 (ZFF#E AL 72 7o DI ERTH S
GOT, GPT, AP 2t 7:DT, #5%D LR LI
KDtchEBbh3, No. 9 i3 GOT 4349, GPT 22
—40 LEFERLTOAH, REMREEH > 5 FE
EMEOHLBET, COBRFOLRBARICLS bOD
LB A2, No. 15 (28588 AP HERLT
VB, AFIBERICEGRIEE EL DTS B,
No. 19 {2 GOT 2¢ 1428 & HEF LR L=, bhb
hORBEDIESHEIZ 5~20 THZDT, CORED L
BTRARICLZ bDOHESDENTHS S0

LRORED S KRR ST & 2 ERREHEE TR
BM% 1§, GOT LR 1 ST Lictis,

V. % ®

6059-S (2, Staphyloroccus aureus DL 51575 L
HERE (GPC) ic ML T i3 90% 25 4~16 pg/ml @
MIC % R¥cedt E &N, GPCicL TR
CEZ 13X 0o0ii 045 ik RTbDTH B H,

GNB it xf L T iz CER, CET, CEZ 73X D#tkD
Cephalosporin (i L, 8~32 DB ARL £
DHERR7 b BIUOBREAR CTX © £hic #
AL T3, %7 Pseudomonas aeruginosa ¥ X U
Bacteroides fragilis it 3L Td CTX LZ0 - ER
BEb PPBNHENERTCEB SO TNEY?,
bhbho&fE GNB icxtd 3 6059-S DHEHDK
BICBOTHEROLVEL XS BHERBB SN TS,

%1, bhbhidERFIRS RO MIhRE 3 X ORGHE
iz T 1 g HBERDENSEREL 7:3, half life
28 91 T, zoMmABED peak bE < FfEEb I
BHELS, RepgrttERs 8 T TIC 76.7% Hs@EIT
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hTW3. Thod EREE, B AKICE L
(TX® half life $t 44 2 THZY DKL, F<¢H
RETHD, BEBRICHTFREL L1 5T SO LR
hae .

2 Pl SRR D BHIC BT 6059-S DMk
~OBFERELLY, 1 FIkBNTIZ 3 g AT 9
pg/ml & BT RENRELE S M T2, ZOW
SARIAB I KERRIE D WBUIC HIEH 5 B & &R
LT3, ‘

LhoDEBMNEELE 5LE X ThhbhOBIKEKIC
SNTERLTHE D, 7, RTI 13 QrhERIED
No. 2 2R\ - 12 PlicoTH 5B ¥R 2, A% S,
@ 5 THYE 58.3% T, 6059-S @ RTI itxtd 3
H¥®itfho Cephalosporin Fliclk L Eh T B &R
VARV, BBPITHNTIR, HBEEL 6059-S RSEH:
BEEbNh3 bDRTLALIL, GPC Mgz s &
bhzdbD, ¥4 3T 7 XTBPESH-1cDT, D
BEOEMMCRARORBNT -2 2RMTE LD
BifE> 3 EROThICLTORETH S5, Wickk
ROV THRHLTA S L No. 5, No. 9 3EESD
72¥& host DIREBHRRBTH - 1o 1= DEFI W TH
o1 t#Z b3, No. 10, No. 11 3 PSeudomonas
aeruginose & 2HEEE & A EEOBMETEREIETH
10T, chdDiicdd 3 6059-S o MIC i3RE
Listhotds, bhbhoBiks LU Neu 5P Disk
Ci3 50% MIC 45 12.5 pg/ml THBZC L 6059-S
DT H »7:C L bMRTHS S0 FILERT — 45

S OMIRAIC 12.5ug/ml B 2002, ENULAKILE
TR ERMLODLSTH B,

ZDMOMEIETH S BT UTI 75 & icst L Tid i
eI, BY]ULY 87.5% THO, 22070
TAAEREBTO S,

BIVEF & LTI A &2 Le bt 1 4l - 7:d
AT, TR T RE DI - 100 T BHERANY
AMEAKIc L2 L Wbz boidirfRii®, GOT
DOLANE 1 PlH-1cDHT, KANZLELHLDEHIK
KlEx KD,

2L ED#RD > bhvb o BBREIIC B Tid, 6059-S
D3R D Cephalosporin #lic .U, @A TU 2 HLRIHA
THdLOBMBIZBOSNIE» 7008, BIEASLISOD
T, AR OEBAPERM S AT, #Ekao Cephalosporin
FlUCH U2 L b E SnFRLDH 25 L nTARIE L
THHELS 26D TH 2o

X it

1) Wisg, R.; J. M. ANDREWS & K. A. BEDFORD: LY 127935,
a novel oxa-#@-lactam: an in vitro comparison with
other 8 - lactam antibiotics. Antimicr. Agents & Chemo-
th. 16 : 341~345, 1979

2) Neu, H. C.; N. AswAPOKEE, K. P. Fu & P. ASWAPOKEE :
Antibacterial activity of a new 1-oxa cephalosporin
compared with that of other B-lactam compounds.
Antimicr. Agents & Chemoth. 16:141~149, 1979

3) W27 BA(LEHEFELRS HiE Y VR VY L L Cefo-
taxime. 1979
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FUNDAMENTAL AND CLINICAL STUDIES ON 6059-8 ' ‘"

KeucHi NAKAGAWA, KENTARO WATANABE, HirosHi Hukul, YOsHIAKI KAwAGucH],
Hirosuke Nakazawa, NArio KIHARA, TaTsuo Suzuki, MAsaru KoyaMa and. Yosxio Hosumm
Department of Internal Medicine, Tokyo Kyosai Hospital
MITSUHIRO YOKOZAWA
Clinical Laboratory, Tokyo Kyosai Hospital

Antibacterial activity of 6059-S against clinical isolates of E. coli, K. pneumonias, B. cloacae, S, marce;
cens and P. aeruginosa was more strong than that of other cephalosporins and similar to that of cefotaxine.

Blood levels and urinary recoveries of 6059-S were determined in 6 volunteers after intravenous igjec
tion of 1 g. Mean blood levels were 86.8 ug/ml after 30 minutes, 32.0 xg/ml after 2 hours and 1.7 wg/ml
after 8 hours respectively, and half life was 91 minutes. Mean urinary recovery in 6 cases was 76.7% up
to 8 hours after administration.

Concentrations of 6059-S in blood and sputa were assayed in 2 cases of chronic respiratory tract in
fection. In one case of 3 g drip infusion, peak blood level was 150.6 ug/ml and 7.2 to 9.0 sg/ml in sputa,
and the other case of 2 g drip infusion showed 110.0 xg/ml of peak blood level and 2.2 to 2.4 «g/ml in
sputa. ‘ ‘
605§;S was administered to 21 cases with various infections of respiratory tract, biliary tract, urisary
tract and other. Effective cliﬁical response was observed in 7 cases out of 12 cases of respiratory tract
infection (excluding one case of unevaluable) and in 7 cases out of 8 cases of other infections. In 5 cases
of failure in respiratory tract infection, 2 cases of chronic infection due to P. aeruginosa were included

As to side effect, skin rash, eosinophilia and slight elevation of S-GOT were observed in each ooe
case.



