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Fig. 2 Sensitivity distribution of Escherichia cols

isolated from wurinary tract infections
-28 strains- (Inoculum size : 10® cells/ml)
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Fig. 4 Sensitivity distribution of Klebsiella pney

moniae isolated from urinary tract infec.
tions . - 18 strains~ (Inoculum size: 108

cells/ml)
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Fig. 3 Sensitivity distribution of Escherichia coli
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IFig. 8 Sensitivity distribution of indole positive

Proteus isolated from urinary tract infec-
tions - 18 strains- (Inoculum size: 108

ml) cells/ml)
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Fig. 7 Sensitivity distribution of Proteus mirabi-
Ilis isolated from urinary tract infections

Fig. 9 Sensitivity distribution of indole positive
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Fig. 10 Sensitivity distribution of Serratia mayr-
cescens isolated from urinary tract in-
fections - 20 strains- (Inoculum size:
108 cells/ml)
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Fig. 12 Sensitivity distribution of Pseudomonags
aeéruginosa isolated from wurinary tract
infections - 19 strains- (Inoculum size
: 108 cells/ml)
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Fig. 11 Sensitivity distribution of Serratia mar-
cescens isolated from wurinary tract in-
fections - 20 strains- (Inoculum size:
108 cells/ml)
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Fig. 13 Sensitivity distribution of Pseudomonas
aerugsnosa isolated from urinary tract
infections - 19 strains- (Inoculum size
: 108 cells/ml)
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Fig. 14 Plasma levels of 6059-8, 1.0 g IV

(Mean * S. D. of 5 cases)
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I'ig. 15 Plasma levels of CEZ, 1.0 g IV

(Mean + S. D. of 5 cases)

(ug/nl) (#g/ml)
15r 150 |-
: Assay method: Ager-well Assuy method: Agar-well
: Test organism: E. coil 7437 Test organism: B, subtilis ATCC 6633
100}
w -
i 1 1 1 1 1
2 4 6 8(Hrs)
Table 1 Plasma levels of 6059—S after single administration by v
Volunteer Plasma level (ug/ml) at hrs
Dose T ‘ —
Weight :
Name | Age (ke) 1/4 ‘1‘/ 2 1 2 4 6 8
M.O. 28 57 116 91.0 60.0 34.2 12.3 9.0 4.2
S.H. 28 56 [ 154 95.4 60.0 40.0 20.9 9.4 7.1
K.N. 26 71.5 91.4 ¢ 80.1 50.2 27.5 12.1 5.6 4.1
10g AK. 25 65 110 91.4 37.9 25.5 - 15.1 6.9 4.4
M.O. 26 64 159 89.3 60.3 30.6 19.7 6.9 4.0
Mean 126.1 89.4 53.7 31.6 16.0 7.6 4.8
+S.D. $+29.3 +5.68 +9.81 +5.75 +4.11 | +1.59 +1.32
Table:2 Plasmalevels of CEZ after single administration by IV
" Volunteer Plasma level (ug/ml) at hrs
Dose ) s
Name | Age W(;’S“ ys | 12 1 2 4 6 8
M.O. 28 57 117 90.4 39.7 22.2 13.2 5.6 31
SH. 28 56 118 84.5 445 27.4 16.9 7.7 3.7
1$.N7. 26 71.5 80.1 76.1 51.6 25.2 15.6 8.7 3.7
1. : B
Og AKX 25 65 131 ; 73.6 48.8 20.2 12.2 6.9 4.5
. -M.O. 26 64 114 93.6 . 46.4 23.9 15.6 7.2 3.1
Mean 112 83.6 46.2 23.8 14.7 7.2 3.6
+S.D. £19.1 8.7 +4.5 +2.8 +1.9 +1.1 +0.6




v RARITHE (pH 7) 2B & LTI 7,

2) iR

5 4O ROMH O T PR, Kb 2T
Table 1~4, Fig. 14~17 {g;iL 7z, 6059-S 1 g one
shot koMK HREDHBEALL L, 5 ATIT
15 4}k 126.14:29.3 ug/ml, 30 />i% 89.4+5.68 ug/
ml, 100 53.7+9.81 pg/ml & FIEL, 8 HiMl#kic
i1 4.841.32 ug/ml E1557:0 —J5, CEZ 1 g OB

Iig. 16 Urinary recovery of 6059-S, 1.0 g IV
(Mean + S. D. of 5 cases)

(%),
100

.
80
60k Assay method: Agar-well
o Test organism: E. coil 7437
401
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12 15 5314 112+£19.1 ug/ml, 1 B&iie 46.2+4.5 49/
ml, 85k 3.6£0.6 ug/ml L7570 WFHOH
JEHETH 6059-S Dht CEZ &L T kbl
REETH 720 ULhL, KRR TIZ 0~2 BT
6059-S i3 55.4%2.1%, CEZ i3 64.5+6.3% & i
HICENLL EHt 2 i TicHkit S h, 10 B o
Hhiftsgiz 6059-S (90.5+3.1%), CEZ (95.2+4.6%)
L AR L 20 '

Fig. 17 Urinary recovery of CEZ, 1.0 g IV
(Mean *+ S. D. of 5 cases)
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Table 3 Urinary excretion of 6059—S after single administration by IV

Volunteer Cumulative urinary recovery (%) at hrs
Dose Weight
Name | Age (ke) 0~1 ~2 ~4 ~6 ~8 ~10
M.O. 28 57 34.5 51.9 69.8 79.3 84.1 86.9
S.H. 28 56 36.0 549 73.6 83.8 89.1 92.2
K.N. 26 71.5 37.0 56.2 71.8 81.2 85.6 88.3
108 | Ax. | 25 | 65 394 | 865 | 755 | 837 | 881 | 902
M.O. 26 64 345 57.3 79.1 88.7 93.1 94.7
Mean 36.3 55.4 74.0 83.3 88.0 90.5
+ S.D. 2,0 $2.1 +3.6 %3.5 £3.§ $3.1
Table 4 Urinary excretion of CEZ after single administration by IV
Volunteer Cumulative urinary recovery (%) at hrs
Dose Weight

Name | Age (ke) 0~1 ~2 ~4 ~6 ~8 ~10

M.O. 28 57 46.6 70.1 89.6 95.7 98.5 99.6

S.H. 28 56 45.8 66.4 86.1 93.0 96.4 98.0

K.N. 26 71.5 35.9 54.2 73.9 83.2 86.5 88.2

108 | Ak | 25 | s 500 | 684 | 87.6 | 933 | 963 | 974

M.O. 26 64 55.4 63.6 83.1 91.2 91.9 93.0

Mean 447 64.5 84.1 91.2 93.9 95.2

£+ S.D. +5.3 6.3 $6.2 4.8 4.8 14,6
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e L. EFReHRY

1. pMREHE

1979 4 1 J1/p 5 10 J1 & TORFR LA BHEBLR
MR L LU EDMAIROBE DS b, UTI X%
JEHE 5 2 OO 105 B MMHERIBIIE 9 B, St
LY T 3 ) S RIRHEE 2 IO 14 Pzgy
Y& Utzo BUMMLIRBRIBYSSE O P 703 10E BUBAL BB 25
4 9, PAEBMMT ENLE 5 MITHfeo 1, B
IRAWED P IUI LIS RS & AR P ALK 1 PITH
10 ARIOBGRBLCRSIEZ 1 105820
5~7 Nk 10 4 (ATHE) 1 0 1g2.[@ 5 apg
DA (3 PIE 1 I THorze BRI
HOEYE IR pgIRY i AL TI? UTI B EM i
W, Z OIUREEIZ L T EREYIRIC L » .

RIEALCBEL T2, B Ml r o % T ECOAMBEY
RIfERO AL HEL, BIEPUC DO TSR DMK
1%, FFHiE, BEESRILT,

2. B A
A1 EIREITRELL MR RBRRUGE O B, HEHSKBER % 3,
YEBRYIE 2 PO % Table 5, 6 ICRL,
%hBD 5 MREREUET, 10085 OHBETH 1,
BUMYEIRBSIRYVE 9 H100 > BRI 4 PITHD,
TOARNIAT -7 L EHER CB 1 E) 4 3§, TH
IREERYSE (35 4 B 85 1 H1TH 7o, BARDEL
A7 -7 VREER 4 G, FABEH 1 iTho1
F o MRS YE 9 PIC 0T ARIDBRRICOW
THBE, EBLLI O 4§ (4%), KELLS
DHt 3 Pl (33%), REDLDH 2 f (22%). TH-
oo MIBRICOWTIIRYEALL 72 DA 5.5 (55%),
WAL b0 14 (11%), BRAL~EON 1 f
(M%), FHEL7- b0 2 §i (22%) Thoto BE
BRRRIIFES) 2 Bl B 5 4l B 2 B, EHE
78 % Td - 7- (Table 7), o

RS RIB RS RE L 7. Table 8 ICRT &
D ITHRSYEBIMERIT 17 #kTH Y, E. coli 4 ¥k, S. fae-
calis 3 ¥, K. pneumoniae, P. geruginosa % 2 Bid'E
RODTHBFL 1 3D TH- 120 SIFICHKE
£, 17 kb 14 bk (82%) Atk L7z RS RHE
BE LTI S, faecalis 1 #, Fungi 3 Bz 4 KTh

-7

Side
effects

Evaluation**

Dr. .
Excellent
Excellent
Good
Excellent

Dr’s evaluation

Good

«+ Dr. :

Count
>10°
>10°

Bacterijuria*

Species
E. coli
E. coli

Before treatment
After treatment

Pyuria*
+
++
++
*

Symptoms*

Duration
(day)
6
5
5
5
7

Treatment
Route
M
M
M
M
M

Dose
g X fday
05x2
0.5%x2
1.0x 2
05%2
05x 2

Table 6 Clinical summary of acute genitourinary infection cases treated with 6059-S

Diagrosis
Acute simple
pyelonephritis
Acute simple
pyelonephritis
Acute simple
pyelonephritis
prostatitis
epididymitis

Acute
Acute

Sex
F
F
F
M
M

Age
37
71
18
53
30

A PO R R EEEME LTO BRI 1 Bich 550
1o 1o BEHROBRBRERRT bAMICLSLE
bH2RFEELCESSUEAL L. ~

Case
No
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Table 7 Overall clinical efficacy of 6059—-S in complicated UTI

Pyuria Efficacy on
Bacteriu Cleared | Decreased | Unchanged bacteriuria
Eliminated 2 l 1 5 (56%)
Decreased 1 (11%)
Replaced 1 1 (11%)
Unchanged 1 1 2 (22%)
Efficacy on
pyuria 4 (4%|3 (33% 2 (22%) | Casetotal 9
Excellent 2 (22%) Overall effectiveness rate
] Moderate 5 (56%) 7/9 (78 %)
[——] roor 2 (2%)
Table 8 Bacteriological response
. . . No. of strains appeared
Isolates No. of strains Eradicated Persisted after treatment
E. coli 4 4
K. pneumoniae 2 2
S. marcescens 1 1
P. aeruginosa 2 1 1
P. vulgaris 1 1
P. Putida 1 1
Acinetobacter 1 1
Citrobacter 1 1
S. faecalis 3 1 2 1
S. liquefaciens 1 1
Fungi 3
Total 17 14 (82 %) 3 4
v, %17- indole positive Proteus {3 CEZ TiZfijtt%
% =

6059-S (3BEZ > Cephalosporin RIEHICHL T,
77 ARMEICH T 2 BRI AR T, LichiaT
REBREDBABOKRITAHY 7 ARMRETH S C
EhSh, REBRLEORIICIIRBETHS LA D,
EFESOBEKS M T 2 A# D MIC DRk TI3 E.
coli, K. pneumoniae, P. mirabilis 12 10° cells/ml {&
BOBATH, KBIOEMD 0.78 ug/ml PITT &

AT ENBLN, AHlD MIC JMEMTH-10 S.
maicescens, P. aeruginosa izt L T3, LIRDI T A
Pt ARBEIC LR U TR 2395 2 A8, S. marcescens T
12 108 cells/ml {£fET 100 pg/ml @ MIC ARLU 7
2 BRI, fho 18 ¥k (90%) (2 25 wg/ml LIF O
MIC #;RU7z0 F7-, P. aeruginosa Tit 10° cells/
ml /T 50 ug/ml Ll ko MIC Z7RT#kA 200 pg/
ml Dl EOFEmEE 2 Kk AT 9 bbb, B
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10 #ko> MIC it 12.5 pg/ml T - 7tco iWAILICHS
BEMHERIAIE GM &L Taidrnd, L8, #b))
WA S UL S. marcescens, P. aeruginosa IC X %
IRBEIRYEIC S MM LI 2725 D Llbh 3,

b o HER, Rokitic >\ TAH] 1g @ one
shot MEICT #HL 2243, {lbd Cephalosporin #l &
[ BRI M P PR (XM A 1 DIRG9 AT
TAHNH SN, CEZ EHIEL T AL 12 A
ERILTH Y, iikh@miz b3 noplen;Td 6059-
S OFMVHETH »tco —Jiy WRpaAIT 2 N5l F
TITH 55%, 10 15N E Tick 90% Hstkilb &4, s>
REPERZR L TN D, chdD T &3 IIcEH
T MIC @ Wl i R IR G s U T Hi%hic
< THAITEEREBLTIN S,

BN RBRIRGAE 9 ), ‘b BUWEKLTE T % 3 1,
HBRYYE 2 Hlicxt L, A#% 1 0 1g~2g, 5~7
BRMERIU 7o Zath BUAGHETE 2o 4 & & UYL SR IRIYE D
5 PITIRFREMETHLSR 1008 THo7o HIMNL
REERRYE 9 PITid UTI Mo iih gt x
DRRAERDRAMI L 7co TORBIIED 2 41, #
%5 fl. exh 2 plTcHEYERIT 8% THO, EHHLIR
BRYUED B E LTRRIFT Ho7c0 THbDB, o
18 (BOMURGH 7 — 7 VRIBEER]) A5 3 41, % 5 Bt
(BARYH 7 — T WHBEW) M 4 4E, 9Hh 7
FBSHT —T VEBEWTH > 1c T XK Z D EHFRG
THo1:EEZ 5o

NOV. 1980

$7e, MRPEHRESDE, SRR 17 b 14
(82%) MIMHUtco S. foecalis 1Tt TOHEM in
vitro OEMEILL TEL 3 B 2 HEsil, g5
BIHBMELT 1 ¥kMHBIL . P aeruginoss |3 2
b 1 BROEREL 720 P. aeruginosa i€ Tiddk
MBI DIL DO TRE B ZHINT 2 BOHH TRk
RUHS 2THAH LBDLNI,

HIFERICBBL T2, RIEPRATGDOT LAY —fFEik%
SUL2wiz 1 Wb, 2ofto BRI EERGS
Shiitp ot ERHKBERNRTOERMIC K2 R
3ot 505 5~T AMETEHY, &
LA DI o 18, AEORITOM D TidRARD
LRI TH L Llbht,

2 Z XM
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LABOLATORY AND CLINICAL EVALUATION OF 6059-S
IN THE FIELD OF UROLOGY

TakasHI TOMINAGA, HiroicH! Kisut and TaApao NiijiMa
Department of Urology, Faculty of Medicine, University of Tokyo
Yoj1 NisHIMURA and SHIGERU MINOWADA
Department of Urology, Mitsui Memorial Hospital
MicHio AsaNo
Department of Urology, Tokyo Metropolitan Toshima Hospital
ATusHi MivasHiTA and OsamMu TuKkADA
Department of Urology, Sanraku Hospital

Laboratory and clinical investigations were performed on a new oxacephem antibiotic, 6059-S.

The antibacteriological activities of 6059-S against E. coli, K. pneumoniae, P. mivabilis, and indole positive
Profeus were extremely stronger than other used cephalosporins. With inoculum size of 10° cells/ml most
of the strains of S. marcescens showed MIC of 6059-S<< 25 ug/ml. 10 strains of P. aeruginosa showed MIC
of 6059-S <12.5 pg/ml, but 9 strains of those showed MIC of 6059-S = 50 ng/ml.

Serum levels and urinary recovery rates of intravenous injection of 6059-S were compared with those
of cefazolin (CEZ) in 5 healthy volunteers by cross over study. Serum levels of 6059-S were higher than
those of CEZ at each time. The urinary recovery rates within 10 hours were 90% of 6059-S and 95% of
CEZ.

0f 9 cases with complicated urinary tract infection, excellent response were seen in 2 cases, good in 5
cases and poor in 2 cases. Effectiveness rate was 78%. Of 3 cases with simple urinary tract and of 2
cases genital infection, effectiveness rate was 100%.

Abnormal clinical laboratory data were not observed.



