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Yk Proteus, Enterobacter, Citrobacter ¥ X U Serratia izt
LTHBmHD TRWIEA%ZRT EWb 5%, P. aeruginosa
U CHMAEESH D, TLWMTHEEY L Thini
hHH, 77 LB - BRESRCKHBEOKRBAIHBARKD 6.25

ng/ml QIFTRELMILE N, i B. fragilis it LTIt Ce
foxitin (CFX) 35 X {f Cefmetazole (CMZ) X h@h T3¢
Wbh iz,

- BEICK > THNINDPREAG Sh, Cefazolin (CEZ)
ERRASOMPBEDHE LRPH/ET HILbDNLE,

40, bhbhizEx#liconT, HiEH, b MhBRE, %
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WTENETE 7D T, £ORFLARET 30

EROHR

I m&@Eh
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BZBIREOELER K 22 (Table 1) » ZHBEKNHE
@ S.aureus 54 ¥, E.coli 52 ¥k, K. aerogenes 541k,
E. cloacae 52 ¥k, E. aerogenes 54 #k, C. freundii 25
Bk, P. vulgaris 54 ¥, P. mirabilis 27 kk, P. retigeri
27 ¥k, P.inconstans 27 ¥k, P. morganii 53 ¥, S.
marcescens 54 ¥k, V. parahaemolyticus 22 kf, A. hy-
drophila 31 ¥k, A. anitratus 27 ¥k, Flavobacterium
sp. 26 Bk XU P. maltophilia 27 ¥icoW0T, AX
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JEARRESE S BINES € X b, 6059-S, CEZ, Cefa-
mandole (CMD), Cefotiam (CTM) # LU CMZ ok
INERBLIL JEE (MIC) gLt P. aeruginosa 54
BRicoWTI3, A & Sulbenicillin (SBPC) H&U
Ticarcillin (TIPC) o#igihzdBICEL 1o F1e
H. influenzae 54 ic>0 T, A¥lo MIC 2L,
[Aksic @ L 7- CEZ 4 k¥ Ampicillin (ABPC) D€
NEWBU. CoBd, WEMEBELT 5% 74
WF A LM R R AT L to WIhOBE bi%
FRiE (2 10° cells/m]l & 10° cells/ml ic75 2% & D iCYY
Lt

5%, §

Bk 5t % AKl& CEZ, CTM, CMD,CMZ
O HBHREREL 4 Table 1 i —ELTRL1 S
aureus, M. luteus 15 & 07" 7 LEHEBBHCHL T, AF)
OB 4 AED BAL B TH 70 LD
L, 75 etk ciiAsnafmic@Bnctsh, &
ic P. aeruginosa i L Ti3, ZDBE@HEVTH-
720

B S e RRIC 3 5 A% & CEZ, CTM, CMD & &
U CMZ o MIC RlEnksixr Fig. 2~18 i, SBPC,
TIPC :opWimss% Fig. 19 iz, ¥ 5ic Fig. 20 ic
i3 CEZ & ABPC L ODR&EERL 1

75 ABHEOD S. aureus Tt B AR OB S 1Tt
B 4FICE BB TH - 7S, EGREROAH] 12.5
ug/ml PIFORECRELMIES N (Fig. 2),

75 nRatkEio E. coli, K. aerogenes \Cxid 2 HE
Hit Fig. 3, 4 1GRL 7208, AFIMBBRELBENL T, E
coli Tit 10° cells/ml #E/DIFA, AF| 0.78 wg/ml
PITCaMMRBEMILEh, K aerogenes & 1.56 g
/ml PITT1#kERE, 2fsRELBIEINI.

Enterobacter T, EEIMES BN -REHERL
720 E. cloacae 13 10° cells/ml #EEDHA, MIC v
— /{12 0.10 pg/ml T, 10° cells/ml #ERETiZ 0.78
~3.13 pg/ml Tk - 1o E. aerogenes TiZ, 10° cells/
ml EFDEA 0.10 ug/ml iz, 10° cells/ml #EFTid
0.39 pg/ml iz, #h&h MIC O — 7D -1
100 pg/ml LI EOEEREREIRIZEALERD SN, -
7z (Fig. 5, 6)o

C. freundii T, AHOWEHHBERLELTED,
108 cells/ml /D4, MIC ©— 7 {Ei3 0.10 ug/ml],
108 cells/ml D4 6.25 ug/ml TH -7z 100 ug/ml
PIEOTHERIE 1 BkDATH -7

Proteus BicxLTd, REIOHREIHIM 4 # &k
BLTERL BOBRETH 70 P vulgaris T2, 10°
cells/ml #E/OBES MIC ©— 7 {#iZ 0.20 ug/ml <,

NOV. 1980

Fig. 2 MIC distribution of 6059-S and other drugs
against 54 strains of S. aureus

% (Inoculum size £ 10 cells/mi)
100F
*r
Fo
MIC (ay/ml)f20,0250,06 0.10 0.2 0.39 0.7 1L.% 313 625 25 25 50 100 WK
6059- S 1 % 3
CEZ 2 5 5 38 4
CMD 4 21 2B
CTM 0 21
CM7Z 28 26
“% Lnoculum size:10° cells/ml)
100f P
3 s
50l
MIC (pg/ml)f0.05 0.10 020 0.3 0.7 1.5% 313 €% 125 25 50 100 14K
6059-S 47 7
CEZ 1 13 35 5
CMD 9 11 24 10
CT™ 3 41 10
CMZ 2 52

A¥knAK] 0.78 ug/ml TRELZMIE XN, 10°cells
/ml {£HiTiz MIC ©—7{#&iz 0.39 pg/ml C, 1.5
ug/ml LIFD BET 2ROk EE2MLE i, P
mirabilis Ti3 10° cells/ml T3 0.20 ug/ml UF
T, 10° cells/ml & iz 0.78 pg/ml T2HMOHKM
REZMIL SNtz P retigeri LD\ T 10° cells/ml
EBOBA CTM ik L TR OZOEKY, 0.025
pg/ml H1- O TRERED Shtchs, KL LTRIATE
LoD AHH BN, £D MIC ©©— 7412 0.0542/ml,
THY 1.56 pg/ml DITT AMWO thhs BEEMELSN
720 10° cells/ml ERE Tz AF DR b B THY, MIC
¥ — 2 {#i 0.20 ug/ml, KiB5rDEkHs 1.56 ug/ml Y
FTTREAMIE XN (Fig. 10), P. inconstans Tid,

AROHBE LB LB TH D, 108 cells/ml HHEOS
4 MIC @ ©—7i3 0.05~0.10 pg/ml kY, 10°
cells/ml #E/ETZ 0.20 pg/ml T » 720 P. morganii
Tid, 10° cells/ml £MED1E4 0.20 pg/ml iC MIC O
E—2shHb, 10° cells/ml HEFETIZ 1.56 ug/ml i
€= D% 10 ,

S. marcescens 1T LT HAKD MIC HEbENT
B0, 10° cells/ml ERETIZ MIC i3 0.20 25 50 pg
/ml T AMEL T s, SR 4 # & LT 10
pg/ml PIE ORI ED &S - T 100 cells/ml
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Fig. 5 MIC distribution of 6059-S and other drugs

Fig. 3 MICdistribution of 6059-S and other drugs
“against 52 strains of E. cols

' R (Inaculum size : 10 cells/ml)

%
S ]

against 52 strains of E. cloacae

(Inoculum size : 10° colln/ml)

o= S 4

WIC (ng/mE0.050.06 0.10 0.0 0.9 0.7 1.5 813 625 125 2560 100 IM< RITC g/ | 00, 00 030 08 0.78 L% 301 6.7

6058-S| 1 27 16 7 1 816 6 1 1

CEZ 027 2 2 1 1 1

CMD. 6 1514 8 4 1 3 1 UMD 17

CT™ 152 9 3 i 39 15 o9 3

CMZ 1031 16 2 2 CMZ 1
% (Inoculum size: 10° cells/ml) % (Inoculum size? 10° cells/ml)
100 100
50 by ol

—— A
MIC (#g/m)fs0.0250.05 0.10 0.20 0.3 0.7 1.5% 313 6.2 125 25 50 100 100< MIC (pg/ml )|
6059-S 3 2 17 10 2 6059- 5 210 10 10 4 8 3 1 4
CEZ 411w 9 1 7 CEZ 1 1 50
CMD 2 9 14 3 2 3 5 7 7 CMD 2 3 4 9 1 33
CTM 1 2 16 7 5 6 7 2 3 2 1 CTM 1 1 1 2 47
CMZ 1 8 27 10 4 2 CMZ 1 1 3 2 9 36

Fig. 4 MIC distribution of 6059-S and other drugs

Fig. 6 MIC distribution of 6059-S and other drugs

. against 54 strains of K. aerogenes

against 54 strains of E. aerogenes

. 190% (Inoculum size : 10° cells/ml) % (Inoculum size : 10° cells/ml)
sob
-/ y
MIC (pg/mi)f<0.0250.05 0.10 0.2 0.9 0.78 1.5% 313 6.5 125 25 50 100 100< MIC (pg/mDE0.05 0.10 0.20 0.7 0.78 15 313 6.5 125 25 50 100 100<
6059-5 8 34 6 4 1 1 6059-S %5 14 6 1 4 2 1 1
CEZ 3 28 8 2 8 1 1 3 CEZ 1 5 2 2 5 8 9 22
CMD 1 1117 6 2 2 5 5 2 1 2 CMD 3 3 22 8 3 2 3 2 8
cT™ |1 20 18 6 4 3 1 1 CTM 1 3 8 7 8 4 3 7 1 1 2 9
CcMz M 29 4 4 1 1 1 CMZ 4 2 1 1 2 3 19 22
% (Inoculum size: 10° cells/ml) %. (Inoculum size: 10° cells/ml)
100 100}
N ~ L I
i L
i - L
B I cMD
501 oF
L 5 | 6059-S
i _ r _,Ir'»_ ~ -
MIC (ug/m1)fs0.0250.05 0.10 0.2 0.3 0.7 1% 313 6.5 125 25 50 100 10< MIC (sg/mDF0.05 0.10 0.0 0.9 0.78 1.% 3.13 6.25 125 2
6059-S 1 122 9 5 1 1 6059- S 2 5 23 7 5 3 5 1 2 1
CEZ 1 16 4 2 4 1 1 15 CEZ 3 2 7 a2
CMD 1 12161 1 1 2 19 CMD 1 2 1 4 3 11 1418
CT™ 1 15 13 3 4 4 4 4 4 2 CTM 2 2 1 1 1 1 1 45
cMz 1 1228 6 1 2 2 1 1 cMZ 1 4 2 1 1 3 4
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Fig. 7 MIC distribution of 6059-S and other drugs Fig. 9 MIC distribution of 6059-S and other drugs

against 25 strains of C. freundis against 27 strains of P. mirabilis
Inoculum size
% (Inoculum size : 10° cells/ml) o (Ingculum size: 10" celle/al)
100} i
[ F
sf & sor
I L
L
L S [
MIC (g/mDj0.0 0.0 0.0 0.8 0.1 1% 31 655 125 25 0 100 W< MIC (ug/m) J50.050.05 “““' ‘:" 09 0W 1% 30 65 125 25 50 100 K
6059-S|1 9 6 1 2 2z 1 1 1 1 6"3‘ s M3
CEZ 1 5 7 12 ¢ :
CMD 19 4 3 1 1 2 4 ";‘M
CTM 6 8 1 3 1 4 2 ¢
cMZ 37 103 2 Mz
1%‘6 . (Inoculum size: 10* cells/ml) 1%‘0 L
S0 01
r r
o F
I i
- F
- A ]
MIC (ug/mi)s0.05 0.10 0.20 0.39 0.7 1.5 3.13 6.25 125 25 50 100 100< MIC (ug/ml §50.0250.05 0.10 0.20 6.3 0.7 1.5 313 65 125 25 50 100 ¥K
6059-S 1 1 6 6 7 2 1 1 6059-S 7 18 2
CEZ 25 CEZ 1 5155 1
CMD 1 2 10 3 9 CMD 12 6 5 2 11
CT™M 2 2 CTM 012 2 1 1
CMZ 15 7 3 CMZ 7 13 4 3
Fig. 8 MIC distribution of 6059-S and other drugs Fig. 10 MIC distribution of 6059-S and other
against 54 strains of P. vulgaris drugs against 27 strains of P. retigeri
9% (Inoculum size: 10° cells/ml) % (Inoculum size : 10° cells/ml)
1001 100
L 6059-S +
S0F 0k
i L - - .I L
MIC (ug/ml)s0.05 0.10 0.20 0.5 0.7 1% 313 6.5 125 25 MIC (4g/mDS0UZ50.06 010 0.0 0. 078 1% 3B 65 125
6059-S 4 4 2 2 6059-S[2 17 2 3 1 1 1
CEZ 5 6 43 CEZ 3 3 2 2 3 211
CMD 3 1 1 2 4 7 8 28 CMD 2 2 3 3 1 4 1 416
CTM 1 2 4 3 6 13 25 CcT™M |6 1 2 4 1 2 1 17 2
cMz 4 21 18 5 1 5 cMz 3 5 4 3 15 2 22
% (Inoculum size: 10* cells/ml) % 1
100+ f /- 100}
/ A
50 6055-S / sof 60p9-S
I cMz CEZ r
L / CTM L 4
L L Ve -
I ol o - »--0""‘;¢/
MIC (ug/ml)E0.05 0.10 0.20 0.39 0.78 1.5 3.13 6.25 125 25 50 100 100< MIC (#g/ml)s0.0250.05 0.10 0.20 0.3 0.7 1.5 313 625 125 25 50 100 10K
6059-S 34 16 4 6059-S 6 13 4 1 2
CEZ 54 CEZ 11 ]
CMD 3 51 CMD 111 3 a
CTM 54 CTM 1 1 1 4 1 135
CMZ 2 27 8 8 9 cMz 2 5 5 3,624




voL. 28

s7 CHEMOTHERAPY

Fig. 11 MIC distribution of 6059-S and other
.. drugs against 27 strains of P. incon-
stans

(Inoculum size: 10 cells/ml)

od »
MIC (ug/mi}s0.0250.05 0.10 0.2 0.39 0.78 1.5% 313 625 125 25 50 100 100<

6059-S 12 12
CEZ
CMD 2
CT™ 3 3 7
CMZ

%

100

S0

T T T T

e 1
£0.0250.05 0.10 0.20 0.39 0.78 1.5 313 625 125 25 50 100 100<

MIC (ug/ml
6059-S 4 10 4 8 1
CEZ 27
cMD 1 7 5 5 3 6
CTM 1 6 6 2 12
cMZ 3 5 6 8 2 1 2
Fig. 12 MIC distribution of 6059-S and other
drugs aginst 53 strains of P.morganii
% ’ (Inoculum size : 10° cells/ml)
100
oL
3
50k 6059-5
L /
oo
MIC (ug/mi)fs0.0250.05 0.10 0.20 0.9 0.78 L5 313 6.5 125 25 50 100 100<
6059-S | 1 024 11 2 3 2
CEZ 1 1 3 48
CMD 1 2 8 5 6 156 6 4
CT™ 1 1 9 6 3 3 5 5 7 10 3
CMZ 1 1 1 38 7 3 2
% (Inoculum size: 10° cells/ml)
100

T T T T T T T T T

//

/]

o,

/

/CEZ
I CT™

MIC(u/ml)smsoos 0.10 0.20 0.9 0.7 1.5 313 6.25 125 25 50.100 100<

6059-S
CEZ
CMD
CTM
CNZ

S5 1621 7 1
1 52
1 5 31 16
1 52

1 2 23 3 2 2

Fig. 13 MIC distribution of 6059-S and other
drugs against 54 strains of S. marce-
scens

% (Inoculum size: 10° cells/ml)
100

T T T T T T T T T

MIC (4g/ml)s0.10 0.2 0.39 07! 1% 313 6.2 125 25 50 100 foo<

6009-S 5 6 2 1 1 10 238 6

CEZ 54

CMD 1 1 5 2 1 4

CT™ 3 2 6 43

CMZ 3 6 1 7 37
% (Inoculum size: 10* cells/ml)
100

T T T T T T

MIC (#g/ml)0.10 0.20 0.39 0,78 1.% 3.13 6.26 125 25 50 100 100<

6059-S 3 7 2 3 10 26 3

CEZ by
CMD 2 1 491
CT™M 4
CMZ 1 3 4 3 6 &

{ERETIZ 0.39 105 100 wg/mlICH3TE L 2, T DBA
b 100 pg/ml Zi8 % BRI M S5 1o

V. parahaemolyticus 1c5xtd 3 AFIOHEA T 4
HEHBMLUTELLBATH -0 10° cells/ml 15T
T, MIC 0¥ =712 0.05 ug/ml LIFTHD, £0F
~TD kS 0.20 ug/ml LIF T HE LS hfe, 108
cells/ml #fETi3 MIC ©—2i2 0.05~0.10 pg/ml
T, 0.78 pg/ml IR CABOHH AT 2HILE hro

A. hydrophila \Z3$9 251 V. parahaemolyticus
DIBAEIZZEAROMERAITH - 7o 10° cells/ml ERIT
1RS> D#kAS 0.10 ug/ml LIFTRE ZMIEE 1, 10°
cells/ml #/Tid 0.78 pg/ml LIT TKRIBSDRASTE
BA ML X htze 100 ug/ml LI E O EEE itk T HERT
TA&LBDShEh -7 (Fig. 15),

7 K ORI 5 o BRYEREEIC 92 A 13,
A. anitratus T3 10° cells/ml {ERTARBRLEN
By, 20 MIC ZizEAEN 12.5~100 pg/ml i
S Ltz LU 108 cells/ml R TIE, xR 4 K&
FHZE%ST 1 BERoT 100 xg/ml 232 hbl ko
AR T

Flavobacterium sp. TRAKIH M 4 Fl&k &I 8N
TWFehs, 10° cells/ml /T MIC i3, REAL #s



Fig. 14 MIC distribution of 6059-S and other
drugs against 22 strains of V. para-
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haemolyticus

%
100

8

(Inoculum size : 10° cells/ml)

/
MIC (ug/ml)f=0.0250.05 0.10 0.20 0.39 0.7 1.5 313 6.25 125 25 50 100 1007

6059-S | 10 10 2
CEZ
CMD
CTM
cMZ
%
100}
[ 6059-S
o

MIC (pg/ml)[50.0250.05 0.10 0.20 0.39 0.78 1.5

6059-S
CEZ
CMD
CTM
CMZ

1 9 9 1

1

1

)
13
12

- 0

Fig. 15 MIC distribution of 6059-S and other
drugs against 31 strains of A. hydrophila

% (Inoculum size : 10* cells/ml)
100
I 6059-S
501
L
PPC o
MIC (pg/mi }0.0250.05 0.10 0.20 0.39 0.7 1.5% 313 625 12.5 25
6059-S |11 11 5 2 1 1
CEZ 1 1 3 8 3 15
CMD 2 2 3 9 6 5 1 1 1
CTM 2 8 6 5 5 2 1
CMZ 1 2 4 5 4 3 7 1 1 2
%

100

MIC (#g/ml }50.0250.05 0.10 0.20 0.39 0.78 1.5 3.13 6.25 125 25 50 100 100<
6059-S 109 4 2 3 1 1 1
CEZ 1 2 1 3 5 19
CMD 1113 7 6 3 2 7
CT™ 1 1 2 1 1 4 3 18
CMZ 1 1 1 3 6 6 1 8 1 3

Fig. 16 MIC distribution of 6059-S and other
drugs against 27 strains of A. anitratus

% (Inoculum size : 10 cells/mi )
100+
L
50+
MIC (ug/mINs0.20 0.3 0.7 1.% 313 6.2 125 25 50 100 M
6059- S 3 5 7 111
CEZ 1 26
CMD 6 9 12
CTM 1 8 8 1w
CMZ 1 5 7 M
]& L (Inoculum size: 1¢° cells/ml)
o
L
50k
L CM CEZ
I cMZ f CTH
B S
MIC (ug/mi}<0.20 0.3 0.7 1.5% 313 625 125 25 50 100 <
6059-S 1 2 2
CEZ 2
CMD 4 3
CTM z
CMzZ 4 23

Fig. 17 MIC distribution of 6059-S and other
drugs against 26 strains of Flavobacterium sp.

% (Inoculum size : 10 cells/ml)
100+
50k
-
MIC (pg/mlIf<0.20 0.3 0.7 L5 313 625 125 25 50 100 10K
6059-S 6 8
CEZ 2 1
CMD 4
CT™
CMZ
%
100
50
MIC (ug/ml)
6059-S 1 1 1 7 2 77
CEZ 1 1 1 3 2
CMD 1 2 2 2
CTM 1 1 3 3 18
CMZ 1 1 1 6 3 1




Fig. 18 MIC distribution of 6059-5 and other

drugs against 27 strains of P. maltophilia

% (Invculum size: 10® cells/ml)
1001
50 gor-s

/j:‘j_‘;‘, . 4

MIC (g/mDF0.05 0.10 0.0 0.3 0.7 L% &1% 625 125 25 50 100 1w

6059-S 1 3 4 10 8 1

CEZ 2 %

CMD 3 1 1 1

CTM 1 26

CMZ 1 2 1 1 4 18
% (Inoculum size: 10* cells/ml)

100+

SU

MIC (pg/m]
6059-S 1 3 3 4 9 4 1 2
CEZ 1 26
CMD 2 1 24
‘CT™ 27
CMZ 1 2 2 22

Fig. 19 MIC distribution of 6059-S and other
drugs against 54 strains of P. aeruginosa

% (Inoculum size : 10 cells/ml)
100

50

T T T T T T T T

MIC (pg/ml )05 0.10 020 0.9 0.8 1.5% 313 62 125 26 50 100 J00<

6059-S 2 1 2 1 17 8 6 7
SBPC 1 3 4 10 19 6 11
TIPC 1 1 2 1 8 19 8 6 9
1%'0’- (Inoculum size: 10* cells/ml)
L

&—TIPC
k/ﬂ rc

-
MIC (ue/m1)f0.05 0.10 0.20 0.39 0.78 1% 3.13 6.25 125 25 50 100 100<

6059- S 2 2 4 18 9 3 16
SBPC 1 1 6 24 7 15
__mre | 1 2 2 12 18 7 12
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Fig. 20 MIC distribution of 6059-S and olher
drugs against 54 slrains ol H. influenzae

(Inoculum sizv 0 10% colln/ml)

1o —————— L

/ Al 1/ v
/ / ’/

WS /
’/!‘I'./,
W ’r'
;
/

L —

/
L
po-e
.
/
;
4/ ———— e —— e e
AEC e /m b 0,05 0.0 020 0.9 078 1% 30 v B0 26 50 100 1
[EL Y 101
(@4 12 S 9 4 0 123
ARrc o2 18 11 ]
AL S _—
%.» (Inoculum size: 10* cells/ml)
100 s
i /-4 7
/ e
i
! v
Lo AYHE /
v
l/
;
s
— 71"
,’(
N el [ nos 0 00 nw 0T L 418 A7 125 25 50 100 1w
LTS 2 g 4 1
ClZ | i3 8 1513 9 1 1
ABPC 6 2 13 25 5 3 1 1
i —

25~100 pg/ml ic537iL, 10° cells/ml JEFiTid 10°
LD 1 BEREESIKRKTH -1 (Fig. 17),

P. maltophilia \Tx33 2HE I ARDE BN T
720 10° cells/ml {£/iT MIC € — 7 {fiiz 12.5 pg/ml
icdH b, 10° cells/ml #£FETIE 25 ug/ml iICH - 720 il
4 &ML T 100 pg/ml LI LOEBERLERAEL <
BITOEEITH - 1o

P. aeruginosa T4 4% SBPC, TIPC &M
U to AFID MBEERIE choFEAERBRNET
MIC v — 7 {iilt 25 ug/ml & 7- DI S hto (Fig. 19),

H. influenzae (b4 3 g2, A#Hs CEZ, ABPC
LH~TELCHENTED, Fig. 20 iRT XD 10°
cells/ml {EFTIzAMOEDS 0.10 ug/ml LIFTRE
HipLE XA, 108 cells/ml $£EITI, Ko OMAIAF
0.20 pg/ml LIFTRE ML N1

I E MIHIFADmAPRE

HEERE

W %0 2 4 OIFRSIEGYE LS GEF 1, EH
19) icA# 2 g = 1 BRiE i3 2 MERIAREBEL -
SA M8 OB E R L .

R 1 (19 o, ZoF, 32 ke, BHESESIO ICKH]
2¢g A& 1 MERIAUAEREL, JUNK TR AR TS
1, 2, 4 BXU 6 BIBICRML 720 F7, FEH 19
(62 F, LtF, 38 kg, 1BHEREIL) i3 2 228
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Fig. 21 Sputum and serum levels of 6059-S after intravenous drip infusion
Case No.1: M. L 19 y.o., Female, 32 kg, Chronic bronchitis

ml
19} [-—1(19)
7 Fz g r T
6D. L |-Volume of sputum(ml)
pg/ml 51— d -
af 4 ] e
(3.13) D.L
3r 3 /‘u\
2r 2r | (1. 4) Sputum level of 6059-S (4g/ml)
1+ 1 )
0.2 | < (0. 46) - -

am9 101112 1 2 3 4 5 6 7pm aml01l1 121 2 3 4 5 6pm

30/Nov. 1978
Hemosputum (purulent)

RILSRHAEL T, BBICERmL 720

MHBEORIERMES v THETHEBL 7o MIEZEIE
E. coli NIHJ JC-2 A\, RIEREMmE Y 7V 4
FeR¥EH (BBL) AL 7. RIS — v e Fl
BEROTERL 720

o7 |

Fig. 21 & Fig. 22 O FBuCMth¥ERIERKE KR
U7:o 2 g 1 BRRIANGAEL 7254, ReEamh BB A
WRTHICH D, ZDfHEIE 240 pg/ml THo1zo A
HTH 1, 2, 4 BLU 6BMBICIE, £hEh 110.g
/ml, 76 pg/ml, 51 pg/ml KT 25 ug/ml A5RL 70

2 g 2 BERIATERTEL 7: B4 B b B 3 A
THT, T0fEIE 118ug/ml Th1zo ARGKTH 1,
2, 4 BXU 6 BEOMBEER, £hEh 50 pg/
ml, 41 pg/ml, 10 pg/ml L XV 5.2 pg/ml Th 72,

I REABITRE

HEERE

I0HBAERA—D 2 EICAHBERLESR»S 8
~10 BAliC b - T, & 1 KRGO HEE LRI
LU, BEANOXRFOBTEEAE L. Ef 1 0
BARBAKMBTDTHRESN: 1978 £ 11 A 30 AiC
IRMgAE WL TW-DT, Mgkl 12 A 19
BICEEWRATFRL T, BXER (M%) <k 28T
DEREBRF L1

WHRARABTEEONEITOBE LRARICHEEH
w THETREREL -4, S pH7.0,0.1 M Y v

19/Decc. 1978
Purulent sputum

Thin layer cup method
E. coli NIHJ JC-2
TSA(BBL)

Human serum and PBS

Fig. 22 Sputum and serum levels of 6059-S after
intravenous drip infusion
Case No.19: H. N. 62 y.o., Female, 38 kg
Chronic bronchitis

m 2gD.L Muco-purulent
i}
7+ ’-—-

Volume of sputum
Sputum level of 6059-S

3 4 5 p.m.

Hg/ml (118)

Serum level (ug/ml)

(50)-
(41)

BRI % FILTE S Lo, WD Kik{bicid N-
acetyl L-cystein 2L 120

2%

AFIOWHENETRES Fig. 21 & Fig. 22 OL&
IR L 220



CHEMOTHERAPY

VOL. 28 87

SS

00€£‘8s

BIO[) [BWLION

809

(o4 -
-) (++)' | peduEpPION |t t t t ((39) snrgouosqmyy | O 4 .u.mh "ot
89 (¥ (00001 | (++)avzuamyur 'y | 14 T X3¢
€ (o) |ooz's 10} [eULIoN 807 .y ¢
3
) (++) pasoxdur | ¢ t t t oD :o“”..ws__ﬂwv W oL g
. T d N'S
€S ¥z |o0¥'S eIoj TewION | IQ T X871
oy (=) |006'Y BIO[j [PULION 387 oW ‘SO
(] (+++) paaorduy t t t t @n ss30sqe Jung NL |8
66 (Vv |00Z'9 eop fewroN | 1@ ¢ X387
88 () jooL'E ) 38T (4'L'd PIO) 85 ‘W ‘09
-) (++) pasordwy t t t t 1) SISOYLIT I9AI'] ws | *
91 (¥)1 | 000'v snuownaud's | 1A T X8 1 ‘eruownoud reqo]
9z (0 |o00901 -) 8¢ m_SE%__EE:V vy«
) ) toot |t t ®) A ats) | O
1€ ()9 [00T°1T |1W/,01 souadosr 'y | 1A T X3T 1n
Les ) |oor's 1 ER A%muse%v oL 4 ‘Ir
) ++) 0z~ ol t t t 1w/ ;01 MoEq (+)D (s) na v | S
(eun) DM ZI (5 |o00s's siptwspda s | 14T X 3570 1n
ss  (® |ooT'L $n220901d2.115 4 882 o &
) (+++) t t t om_n $n220001da 4150 W) snNsAd9[0Yyd AINOY IS'W uWM ‘b
01T (#)9 |o001‘0T pnaasstaN | 1d T X3¢
o ) poscidug | 09 )1 10019 SO0 FHION wwm (uonooqur 1863) | Ty W ‘OL | .o
2IPO . $$90sqe 3un’ T
AERPOR | o0 (e |006%9 ®lop PuoN | 1 ¢ X 8¢ e T L
8 (I [00s‘9 (+++) osour3nsen g 38z b 'd ‘6t
() (G pedueyd JoN t t t t w) suIyouoIq “Iy) o
s8  (M¥ [o00g‘s (+++) mourdruan g | 1A T X3¢
, 91 (M1 |00Z'9 ) 396 .y s
AN.W_EMM () pororduy t t t t *1) snyouoIq 1Yy T4 ._ﬂ_ ‘I
i o1 (#)9 |002°8T | (+++) avzuompfup 'y | 14 T X3¢
™oL Awu—v
woaops | 1wepa | Aerxiseyd | ¥SA ‘dUd oam A3ojouaoeg (sAep) sisouderp reorurny ‘Mg ‘xe§ 08y | "ON
sisoq " awefy

S—6S09 30 309333 [eoTUND T JIqBL

wg/ml UTFOBITLABDONL Moo, 16H, TORE

ORISR TdH -

P 1 (Fig. 21) ic 2 g 1 BERIAMBEL 28B4,

BEABTIRMFEIMEH ST 1978 4£ 11 A 30

Zo

FEF 19 (Fig. 22) ¢ 2 g 2 IHEATEHEL 2354,

ATBRAB®LD 1, 2, 3 BXY 4 KRB OWERICAR)
75 0.40~0.78 ng/ml BEREI NIchS, THLKIA

FERWETH - 120 BIRITKERETSH -

BITIZ R TEBARR 1% 8 RSB 1.4 pg/ml, 9 BERBRIC

o

=%, h#EHsERL 12 B 19 AOKATIE, 8 B

Chk->TH

3.13 ug/ml, 10 E&RIEITIZ 0.46 ug/ml ARE X Nt

120

WIhOR O BKiIc 0.2

ﬂ‘ L »5,

a



NOV. 1989

562

CHEMOTHERAPY

-)

881

_ . t (PuAs 3qo] SIPPYN) TS 4 ‘9 | .
A w A.vv gnso 1°N Al»v 8+m.m BIO[) [eUlION 1a ANQ xvu I sluownoug ‘L' 0z
(D1 |o0L'e BIOY [BWION 3z
paaoxdun g *
-) () P t t t t 1) suyduoIq Iy 8¢ d .z.Nm ‘61
) 8 (99 | 0059 (+++) d0zuanfur 'y | 10 T X3¢
€ () {ooL's eI0) [BWION 39z . oy
) =+ poroddwy |+t | ¢ t €N (dwpproonpy) | 0p "4 'SS | .oy
061 (19 | 000'L ®l0[; [eWION 1azx381 eiuownaudoyouoig L
€ () |ooL9 3
- ) pasordun | 5 U000 t o (€rapio) | 66 W 8L | .
QJRII e
ARRRpO | o0 ot | oos's BOBIRIION | 14 zx9¢ Huotmatd xs
. AND 2AnETIuaWI)
9L ) F]
() (+++) paaoiduy t t Sw s -uou 3soonH ( Mw (stsoproores) 95 4 ‘0% o1
. ) euownaudoyduorg ‘AR
VTL ($9 1000°T | (0 spzuamyuy gy | 1D T X3E
i & | o0L'y ®BIO0[) [EULION 896 o
) (++) paeaordurg t 1 t N oD (400) 34 . mo 61
eruownaug L'L
09 (#)9 |o00LT (+++) Sauadosar 'y | 1d ¢ X3¢ ’
. 30t
S ]
“ ® pososdur | ¥ ﬁx Sw § t €D @0 | spW 'ss | L
Apy3ns @z | 00s'9 M3} ‘DSouIdnsan ‘g 1Id1x8y eruownaud ‘I'N
1azx3r
d 8 () |009°s ®e10[) [BWION 3¢t S oy e
- ++) e | 11| t @D omm LA PIO) ] 0F d 29 | .ep
' STT (¥ | 0066 eogrewioN | 1@ ¢ X871 | otpuod R
89 (H)T |006'€T ymoId oN- 30t
g s
©) @ |psdwewioN |t ot |t t oD oy | TR a
06 (¥ |006°TT eojj rewzoN | I T X371 o §
09 (VT |006L ®BIO[) [EWION 8 vy . iy e
Sunj ‘384
) ) |poswEepioN | t ot |t t @ Bt LA Y
ST (M1 | 0056 elog [euioN | Id T X3 1 W

3t 20 fIT

a

(Table 2, Table 3), 4% 1 [§ 0.5~3¢ (£
Cl~2g) % 1 B 2 GEAHBEL. #5AKE 5

~22 Afl, #5882 5~% g THoto

<

Bl BHEMRO 5% 1 4, REBLE 2 HiO

Bk

B K B9 B R

NREGBDVICHEHE - B51k

I

e L 7o IR R K

U

AFHE L U BIRRBEIC AR

RIGKES
PuiE, IREBEEGME S L UM ERAYE 2 R & L1

I HRyERE

o JEBY
PERE X% 4

ARILE 11 % © AMmERE, Mk

WRRZIR 12,

=y
Fa

DOPRITHEZ 10 F, FHLIREE 3 41, 4



voL. 28 $-7

CHEMOTHERAPY

563

Table 3 Clinical effect of 6059-S

Excellent { Good | Fair | Poor | Unknown | Total
Pneumonia 2 5 1 0 2 10
Lung abscess 1 1 0 1 0
Chronic bronchitis 1 2 0 1 0 4
Acute cholecystitis 1 0 0 0 0
UTI 0 2 0 0 0 2
Total S 10 1 2 2 20
Efficacy rate 15/18 = 83.3%
Table 4 Bacteriological cffect of 6059—S
Eliminated | Decreased | Persistent | Total
H. influenzae 4 0 0 4
K. aerogenes 2 0 0 2
P. aeruginosa 1 0 1 2
G(+) bacilli 1 0 0 1
S. pneumoniae 1 0 0 1

CRP, (R OREFRL, TFREBIIETIINE L
VI YRROBBEDLE LT, %Mk, WK (&, t
R), FEREEELE D FRBERSD, et KE Ry
ECHEERMEONREY, REBEME TIRIRMHED
BRBLUBARRZ NS, [REK, BERMZE D
RERZBE L LT, HAMTED (), B% (),
POFY (+), {3 (—) O 4 BREICHEL. KE
HERRIZ DI} (2) &L

I EifeRAokst

AHBRERBRORSE, RMLEOT LAY R, B
BERZE, B - EEREF = v 279 5ELbIC, K
MR, ~ES 0 Vi, ~= b2 Yy ME, BIOERK
BLU 20N & OImpgAakaZ, S-GOT, S-GPT,
TVRY « 7+ R7 78— 138 O FBERE XU
BUN, 7L 77= vl L OBBERESEML 70

IV SRR SUEIER

Table'2, Table 3 IC{AMKEBRREER U X
%50, A% 104, P06 14, & 26, HE
T 2 flT, WEThes 18 Fihazii ki 15 flE
RO, 20BYPHRIT 83.3% Th-1-o KENDRET
Table 3 iCiRU 720 Wiz B2IRIZ 87.5%, MifLias

66.7%, tatERTT4 75.0%,
MERBELTH - 10

MRS % Table 4 iIc —35LU TR 1. H.
influenzae 4 ¥k, K. aerogenes 2 ¥k, 75 ABMEARH]
1 Bk, S. pneumoniae 1 PRiIRMWOKASEH S hizo P.
aeruginosa 13 2 ¥kh 1 #kDSRIEE 7o

Table 2 & Table 5 IZARSN%D MEFH],
(L2 LU FHRIER B AR U oo JEH 1 ’Ctiﬂ
MERIHEL (0—-10%) H3:8% S4viz. %iER] 12 T2 BUN
(28-38) o ERMEWSNIM, 2V TF = /{EICIZ
Rzt {, BUN LSk (W) oBFfuick
5HDEEZ SN, TOMITIIFGES '\%ﬁﬁtim
Y (RAY/ RPN A

V EHIETR

FRDRET - MR L L1 2 SERA I
%,

£EGI 1 19 F40TF, EEFRESHT  t@tERERR 3
DOWERIE LMICBRL 720 T OHRYM - BRSO3
EDICt, RO TIHRRAEZIF T, MR 53
£ 11 AHEDO 1D RITKFEB_ARANARBEL 120 ABE
MmNk,  FAWEE, FEAHHD, RIIMEHEBLTH

IRERIEYYE 100% 73 &
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‘Fig. 23 Case No.1 M. I, 19 y.0, F, 33 kg, Chronic bronchitis

36/Nov. 1978 ' e Y 19/Dee.
I 6059-S 2 gx2 D. I /duy for 14 days |CEP4 g

ﬂ /\’“T:'m'.::")" -
pur Purulent sputum
38,
a7 \'f\' AA

q N A

11-25 12-8 12-18

H. influensae (#) (=) (-)
CRP, 6(+) 2(+) (+)
ESR 140 155 -152 143
WBC 28, 200 8,600 5,900 6, 200
RBC (Xx10* ) 336 330 k) 321
Ht 32.7 32.0 30.5 31.2
GOT 1 18 19
GPT 9 4 6
BUN 17 12 10
Creat.. 0.7 0.5 0.5

Fig. 24 CaseNo.16Y.Y,,40y.0, F, 56 kg, Bronchopneumonia (Sarcoidosis)

[ 6059-S 3 gx2 D.L/day for 7 days |

H.influenzae(4#)
Cough [

Sputum 7%

Dyspnea @ %
CRP 6(+) 1(+)
ESR 124 76
WBC 24,000 5, 900
Muco-P. 462 128
RBC (x10*) 471 459
GOT 21 24
GPT I § § 13
BUN ¥ 9
Creat. € - nidssb -, 0.6

o ABtikDEiE% Fig. 23 iICER L1 BBV Y by
YERICIIAMEc R EEE S 05K, V4 RoB#
BEBCR SN, KICE TR volume loss MM
THo1o WD 5 H. influmzas HLERICBRH ST
7o 4 38~39°C, CRP 6 (+), Mkt 140 mm/h, B
MBRE 28,200 “& 458 Rt S EWICED Shico AH 1

@2g 1A 2 EOCAKRKRECT, 4 ABE,SHRE
U, BEAD S H. influnzae dMAUTze BERGS
MefE% BT, %FEL. WE VY Y YEEER
irreversible LZZ SNADHR, &1 IRBEOHRE
o 7edt, BEEGR FRCRD UL, IFHRERIES
(0-10%) M BHohtch, FRAMIKIIEHEHEL
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720

G 16 40 FirF, ERGRRSHT . MWSTHA (403
4 R=2R): BEESR, RIEREB_ARSARICTY
VA4 F— Y 2DBBHREPOBETH 2, WLV F
¥YERTIR, DR, V4 ROBIHEET, ¥v
a4 F— Y XOREKRERL TV AROMABNLD
Feah, WU, WRAEREDD XSiTRD, FREESHER
Uietodd SaABi L o7  ABZOMmIERIE Fig.
24 {RL oA, MLy b Y EIICREIRO Y v a
4 ¥ =Y RickES BT TERSRBRA RS e,
IRERE R D 5 13 H. influenzas psy ¥, CRP 6 (+),
Mk 124 mm/h, BBk 24,000, »~ %P 462 L ¥
PR AER N H -1 A# 1 @ 3g, 1 B2E, TH
RO ATEMIET, TRERS S OBKERIKEL, ¥
BN H. influenzae 4 RRS iz ABRRRD DN
BRbMEEL, Yrad F-Y RS BEELERL TR
Bl 7zo WICEIEREBbN B bDIREL, FAKICHE
ZEHEL,

% %=

EE, HFLOHEMBEOBREIHEELL, REID
BN EBOEFMHERNDTREINT N S, BHICL7
FroR#) YROFEICRAZI & LONHY, cOF
ARV HESHRT ST 5.

6059-S i3 =D LM% L THRO TRREAEMET,
#HRkDE7 7 uRE ) VAL REBOMERFHERER
FieBmshi A, 7 offics r A+ VY EERL
T7 7<4 ¥ VHBEESDERHDAT, KEAEL
2 THBEM, TDXH12{LERE FOKREEX DA
I2 “Oxacephem” &Iz, €7 774 VY VR [@H
it B-lactamase IHRWiIEHMAFEL, 7 7 AREERE
X 2B RENE LS TN S,

bhbhORIRE TR, BEERKE XUKEBEEKS
B D 77 s BHRE KX S REAIR, MREL
CEZ, CMD, CTM XU CMZ L0t 0E2HET
Hoteo ULbL—F, 77 sBHEEREIHLTIZCOD
DHFTH & D B CENAEATH >720 P. aerugi-
nose Wcx4d 2HEHIE SBPC, TIPC tiZiX AZETH
Y, %7 H. influenzae it4LTi3 CEZ, ABPC X b
ELLBENT

E MCAKIZAHBELBA, 281 KRG, 2 ¢ 2
OV hOBATIRRBMMBE IR SEk THICS
b, 2D CEZ OBRALBRRALBRETEH - 700
2¢g 1 BfE 2 g 2 BRAE#IET dose response A3
B o, FEOMPBERBREDIZIZ 2 EOMET #
BUk

EKIOWENBITREL 2 ¢ ABMEL: 2 Aok
# (IBtaEX%) THELZ. 1 FIRRE 1 Bok
ATIRERHLTED, 2OKBLELSNIE B
T (R 3.13 pg/ml) MBIEE NI, KiENH
5D EE L f-IMYEROIHRICIE 0.2 pg/ml PIFOBA
BETH 700 2 PIBITIMPERIER T H » 1288, B
Beid 0.40~0.78 ug/ml TH - 720 DHbNOBKIZH
LxntzbD? LD SRDENEATE -2, chiz
R BEDRPOEHEOHARS 5 2 EIEREL L0
RicksbDELEZ SN

17 O BREE, 2 HORBBRELIU 14
DR NBGEIC, A% 1 H 0.5~3 ¢ 1 B 2 @4H
BEL-BAOHEDRIZ, X% 5 M, H4 10/,
POEY 1 H, WY 2 AELUUETE 2 AT, 4§
Pl DEHHIL 83.3% THo1o ZOMMKIZIEDE
LETD Bk LBL T b BRIFL D THS, 3
tz. MAEFHIC S H. influenzae, K. aerogenes, S. prey-
maniae 158 I32¥BE AN, P. aeruginosa © 1 it
BREINE»-7-bDD, ZOBRERIE 90.0% &k%
BN S DTH -7 0

AR SRERORBMIER E U TIMTFREES 2R 1
#j& BUN o ERL7I- 1 B 2 ALEIEER-
o, HBEOBAICRABKRELKS VT F= VD
ERRBDONTERICH I MBOETICEEbDEE
Aot

P bogir o, RFIICERBRNE, REERELET
EORBRCEBNIHRENPFINS D EEZ SN,
i, TOFRE LOBRREICE S EEDNS 8-
lactamase M 13, ThhSELEBMT S L8O
37 7 rRYEIRRERIERRICHREL RET I b0 LE
bhsd.

X [

1) NARISADA, M.; et al.: Synthetic studies on B -lactam
antibiotics. Part 10. Synthesis of 7 8- (2 - carboxy -2-
(4 - hydroxyphenyl) acetamido) - 7 @ — methoxy - 3 - {
( (1 - methyl -1 H - tetrazol - 5 yI) thio} - methyl) -1-
oxa - 1 - dethia - 3 -cephem - 4 - carboxylic acid disodium
salt (6059 -S) and its related 1 - oxacephem. J. Med.

Chem. 22:757~759, 1979

%27 | BAILERESA BAALSRS FEyvRY

Uh 6059 -S, 1979 (KER)

3) WisE, R.; J. M. ANprews & K. A. BEprorn: LY 127935,
a novel oxa - @ -lactam: an in vitro comparison with
other 8-lactam antibiotics. Antimicr. Agents & Chemotb.
16: 341~345, 1979

4) Neu, H. C.; N. AswAPOXEE, K. P. Fu & P. ASWAPOKEE!

2

~
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Antibacterial activity of a new 1-oxa cephalosporin 1976

compared with that of other @ -lactam compounds. 6) Fu, K. P. & H. C. Ngu: The comparative S - lactamase

Antimicr. Agents & Chemoth. 16 : 141~149, 1979 resistance and inhibitory activity of 1-oxa cephalosporin,
5) MIC BEZEAS @ R RHEMERE (MIC) O RIEHE: cefoxitin and cefotaxime. J. Antibiot. 32:909 ~ 914,

(1968 £5IE, 1974 £HIT). Chemotherapy 23:1~2, 1979



568 CHEMOTHERAPY NOV. 1980

N —_—

LABORATORY AND CLINICAL STUDIES ON 6059-S,
A NEW OXACEPHEM ANTIBIOTIC

Masao Nakatom:, MasaRu Nasu, ATsusHI SA1TO, MAsAKI HIROTA,
TsuNeo TsutsuMi, KiNicH1 IzuMikAwA, KEISHUN NAKASONE,
YosHITERU SHIGENO, KoicH1 WATANABE, Keiko CHo, HIKARU TANAKA,
and Koner Hara
The Second Department of Internal Medicine, Nagasaki University School of Medicine
KATSUHIKO SAWATARI, CHIKAKO MocHIDA, FuMiaki Iort and A1 HavasHi
Department of Clinical Laboratory, Nagasaki University Hospital

Laboratory and clinical studies on 6053-S, a novel oxa-3-lactam derivative developed by the Shionogi &
Co., LTD., Japan were carried out with the following results.

The in vitro antibacterial activities of 6059-S were compared with those of other B-lactam antibiotics:
cefazolin (CEZ), cefamandole (CMD), cefotiam (CTM), cefmetazole (CMZ) sulbenicillin (SBPC), ticarcillin
(TIPC), ampicillin (ABPC). The strains examined in this study are 22 standard strains and 774 routine
clinical isolates including S.aureus, Enterobacteriaceae, glucose-non-fermentative gram-negative bacilli, V. pars-
haemolyticus, A. hydrophila and H. in fluenzae.

6059-S was less active against gram-positive cocci than CEZ, CMD, CTM and CMZ. 6059-S was highly
active against common Enterobacteriaceae, V. parahaemolyticus, and A. hydrophila, 10 to 100 times more active
than CEZ, CMD, CTM and CMZ. Against glucose non-fermentative gram-negative bacilli and S. marcescens
6059-S had similar activity with CEZ, CMD, CTM and CMZ. 6059-S, SBPC and TIPC were essentially equal-
ly active against P. aeruginosa. Against H. influenzae 6059-S was more active than CEZ and ABPC.

2 g of 6059-S were administered by intravenous drip infusion to two patients with chronic bronchitis.
When the infusion was terminated, the peak serum levels were 240 ug/ml for the one hour-infusion and 118
rg/ml for the two hour-infusion. 6059-S was still measurable at 6 hours after infusion.

6059-S levels in the expectorated sputum of these two patients was examined after the intravenous drip
infusions of 2 g. In one patient, the peak sputum levels were 3.13 ug/ml in the hemosputum and less than
0.2 pg/ml in the purulent sputum. The peak sputum level of around 0.78 xg/ml was assayed in the muco-
purulent sputum of the other patient.

Seventeen patients with pulmonary infections, two with urinary tract infection and one with biliary tract
infection were treated with 6059-S by intravenous drip infusion at a dose of 0.5~3 g twice a day. Fifteen
out of the 18 evaluable patients responded effectively to the treatment and clinical efficacy rate was 83.3%.
Four strains of H. influenzae, two of K. aerogenes, one of S. pneumoniae, one of P. aeruginosa and one of gram-
positive bacillus were eradicated, therefore the bacteriological efficacy rate was 90.0%.

Of the total, two patients showed the following abnormal laboratory findings after treatment: eosinophi-

lia in one case and an elevation of BUN in the other. The latter, however, may be due to underlying lung
cancer rather than 6059-S.



