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2, FLOEARRAEYHET, #kOw7rozai) YRR
B AWMBFETF (S) PMEFEF (0) k@mEhTH 34
{2, i 1. Cephamycin KU L T2V, 7 5 LBMRICx
TARE N3N D Cephalosporin RITEYRICHRTPRY
3%, 77 sBEEIIR L TIREbDTHOIEDZRL, &
SHBICOBEHNTH 3, $h, F-lactamase ICRETHE AR
I P LRBEDLDTIEETH %,
AARIEONRSIC X DRS5BICIZIZIE LB unmh®
EMBoh, B FAoBTbLL, £ARATIRIZEALKRB
SN L FERDTEEL UTRPICHEh 3,
EBYRIES, T v Mick) B3RO LDy 3 6.0 g/kg
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A. @D

1. #EEAENESE

1978 4£ 3 BH 5 1979 4£ 3 B 3 CIREZBICREXN
o PREGRRYWESE R 5 5 O3 BEEEH, E. coli 50 #k, Ser-
ratia 21 ¥, Pseudomonas 25 ¥icxid % 6059-S, CEZ,
GM o MIC %§isEL7- (Table 1), MIC RlEIZ B

Al oBsncst, BEERE 10 /ol ©
1178 > 1%

2. Rk

E. coli 50 #kicdd 3 MIC oafickiT 6059-S
& GM Ti3 MIC 25 0.78 ug/ml PATF2RTHEIRZ
neEn 49 &k (98%), 39 # (718%) THbh, CEZ ¢
12 MIC #% 0.78 ug/ml PITFDEEkIZIE < MIC 4%H0
peak 2 3.13 ug/ml TH 120

Serratia 21 ¥RiTBWHTH 6059-S o MIC 4%H0D
peak {3 0.78 pg/ml LIF & 6.25 ug/ml iz 508, GM
1% 0.78 pg/ml PIFd MIC Z/R7BE#HkIZ 3 HiCBE
3, 100 ug/ml DL EOMERRDS 9 ¥k (43%) H-1
%7z, CEZ Ti3 20 # (95%) MMETH - 70

Pseudomonas 25 ¥z oW Tid 6059-S L XU GM D
MIC 5% ® peak izzh&h 12.5 pg/ml, 1.56 pg/
ml TH v, CEZ Ti32kkhs 100 pg/ml Pl Lo
TH-1

B, WRiT - itk

1. HBEECATHE

B EERER 5 flico W TR 2 VTF=V7)
T7YA (UF Cer &B83) %45EEL, Cer >60
ml/min @ 2 #% I 8, Ccr <60 ml/min © 3 #%
II ##&Utco BERICIZAH 0.5 g 2EEAER 20
ml IZHERRL, # 2 HMTHEL 7. MEhEERERS
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Table 1 Sensitivity distribution of clinical isolates to 6059-S, CEZ and GM
(Inoculum size: 10° cells/ml)

Isolates .- MIC (ug/ml)
(No. of straing) | "0 <078 [ 156 | 313 | 625 | 125 | 25 50 | 2100
E coli 6059-S 49 1
: (‘)" ‘ CEZ 9 29 8 2 1 1
0 GM 39 9 2
. 6059-S 10 1 8 1 1
Serra;za sp. CEZ 1 20
@1 GM 3 8 1 9
Peoud 6059-S 1 1 1 5 12 3 2
Pseu 2o;)momxs sp. CEZ 25
29 GM 3 12 5 1 1 2 1
Table 2 Serum levels (ug/ml) after one shot intravenous administration
of 6059-S, 0.5g in patients with impaired renal function
Grou Case Cer Time after administration
P No. (ml/min) 12 1 2 4 6 hrs
1 82 374 31.3 20.2 9.2 4.0
1 2 68 35.7 34.7 14.9 7.8 4.2
Mean 36.6 33.0 17.6 8.5 4.1
3 53 22.3 14.9 11.6 7.6 5.0
4 48 23.0 20.0 12.0 9.8 5.0
I 5 30 20.0 15.0 13.5 7.4 5.2
Mean 21.8 16.6 12.4 8.3 5.1

g e e mimisition Gobs, B2 1,2, 4, 6 BECRAL, RbmECES®
sl 0.5g) in p.atiets with impaired 1, 2, 4, 6 MERICIRIRLU TRIEL 720 BEDRIEIICIZ
renal function ) E. coli 7437 ##E@E LT paper disk (thick) #%%
o I Cer>60 '{% Bl o M H X CRAP BB OBHERIS 0.1 M 44
WX Ticacen 278 RMIEEH, pH 7.0 AL, AMZERRRL Tt
BB 1S 700
2. Lk
BREETO 2 B, 5 flicky 2 &HMEED MK
thifigr % Table 2 ic, BRIFHEE Fig. 1 1WRUL7,
REPIBEE & X O RPENRIIEECONT, Theh
Table 3 L XU 4 ic, BHIFHHII Fig. 2 IKRL 1,
myEhEEED peak (IMEEE biICHER 305 THS
. ERE T B 171 BRY, 1D BE 2.78 BRI TR
HEREDEE LI TERT 2 EANS SNl
FRrh B 2 SRR TS —E L1 R B O i1
2575 LTHE bBIEHR 1~2 BRI TRESREICEL,
4 PUSBS AR B E & &ICRPREDRD 1S S Nl ts,
IJ,I | ! ! II BT ROBEDET OOBET 2 HAEE S
121 2 4 6(hrs) Nice f:, H5% 6 BT 300 pg/ml PLEDR

10
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Table 3. Urinary concentration levels (ug/ml) after one shot administration
of 6059-S, 0.5 g in patients with impaired renal function

Case Period after administration
Group No. 0~1 1~2 1 2~4 4~6 hrs
1 959 900 490 350
I 2 290 520 680 290
Mean 625 710 585 320
3 271 800 550 480
1 4 650 570 740 160
5 950 1,050 630 530
Mean 624 807 640 390
Table 4 Cumulative urinary recovery rate (%) after one shot intravenous administration of 6059-S,
0.5 g in patients with impaired renal function
Grou Case Period after administration
P No. 0~1 1~2 2~4 4~6 hrs
1 15.3 28.6 423 53.1
I 2 12.0 20.0 429 523
Mean 13.7 24.5 42.6 52.7
3 4.9 14.2 27.4 43.7
I 4 10.4 18.4 26.5 29.4
5 114 14.6 21.3 24.0
Mean 8.9 15.7 25.0 323
. . , . ) Fig. 2 Mean urinary concentration and recovery
thBEENSIE Stco 6 BRI T TORPEIREIZ I BT rate a{égggo%e ?)hot i;xtravenous adminlistta-
< 3 tion -S, 0.5 g) in patients wit
52:7%’ I 2T 32.3% & Cer QIETICONT, Bl impaired renal function
WRET 5 C EDEBEE NI (ug/ml)
I.BE KR & Urinary recovery rate
(0~6 hrs)
A. HBHEUREHE 3,000 - I:Cer>60 52.7%

I : Cer<60 32.3%

1979 4E 4 Ad 8 A% TIILBKFEFEINIER
BrilREER, X UETSERBRERICARL 8%
20 flic oV THE L7 B 11 4, & 9 £T, F41
2B Im5 19 F, ¥ 62.2 FTHoto VITNLR
BT IR BT B 8 S RESYWE T, Z O 1,000 -
TS B RS 7 0, ABE R BERE S 13 )
Tdh 5 (Table 5), 13k, A7 —FVHBHIZ 6 HIT

H5bo 500 |
KHOREFERFAS 1 B 2 H, 5 AMRET
B2H, AFIO 0.5g % 1 MEEEELTHESS ol N
HBEL RPN EhER 10 5X0 T 6, 1 g 2B T
LBz 3 BITH 1o BRHEOMER UTI HiE T . g

&0 UTI ML 18- 700 0~1 1~2 2~4 " 4~6 (hrs)
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B, Rk
| 1. MRO#B (Table 8)
ARG HIC MEMERLL . bDIZ 5 ¥ (25%),

Evaluation
Good
Poor
Poor
Poor

e 4 B (20%), REEIIMUE 11 4 (55%) TH

’Jf\:o
2 2, RemanHB (Table 6 ~8)
FRrhsl gLz 6 # (30%) iIchbhud 15

108
25

3.13
3.13
100

800

MIC* (zg/ml)
Inoculum size
10®

0.2

25
0.39

800
800

200

(5%), FZ 8 ¥ (40%) TH~1o HZARLULSH

Zafd leo b, ARG HICHE S Bk 32 KT,
205 Serratia Ht 8 B b-E 65K, 21WT P
agla aeruginosa @ 6 ¥k, P.cepacia, E. coli D% 3 #s

13 6D TH 720 2NEE 32 Heh, AFOREIC

10°
10°
10°
10°
104
10°
103
10°

Bacteriuria

Isolates* (count/ml)
inosa

P. aeruginosa

Serratia
P. aeruginosa

Candida

P. gel
P. aeruginosa

S. faecalis
S. faecalis
S. faecalis

Serratia
E. coli

DAL Mpkid 21 Bk (66%) THEEBICEBL,
3 HBlE ABET A7 BT REROLOLOR Ser-
ratia, E. coli Teheh 8 ¥k T ¥k (88%), 3 ¥keh

102
10°
104

ol 3 #k (100%) T -7co Pseudomonas sp. 3R
HER b TEDP -7 (10 ¥ 2 %, 20%), 6059-S &
G |2 el S5 108 S N B 22 KT P aeruginoss ¥

Pyuria*

LU S. faccalis D% 5 ¥, P. cepacia, Candids 0%
4 ¥, S. epidermidis @ 3 HMEBbDTH-1o
| 3. BAMEMELE (Table 8, 9)

BRIEREREEEREELT, ZOEBICH L 3XRE

Route
iv
iv
iv
iv
iv

BIRMBELHET 5 L, ERHABHIERILOD, F
2 11 ) (55%), fEzh 9 B (45%) THHER 5%

Total
dose

@

TH -1 BIRESRE XURABROEZNEL 10 fli
SNTHSE, BPREENTH 80%, 0F THIE

Treatment

(Days)
5
s

BOH WO BOESHEER Lo BEITRES
(G-3) BXUTFH (G-4) REBLECH FHENR
L. —HBABGROHT —F VEBHA (G5 TH

5

05X2
0.5%x2

Daily dose | Duration
(g X times)

0.5X2

0.5X2

05x2

05X2

BN - e
4. HBEAHICDOWT (Table 10)

After treatment

0.5x2
‘. Before treatment

UTI
group
G-1
G-3
G-5
G3
G-1
G4

AF 5RO ST MIC 235 L5/ itk 30 &
CoNTREROBLRES S L, EEER 10°/mlT
® MIC 1.56 ug/ml BT 11 ke 10 gk (%) &

G5

catheter

Indwelling

HOMERAERL b8, MIC b5 3.13~100 pg/ml O
15 4Cit 7 8 (47%) HifEdkL 1o LsL, MIC #
100 ug/ml @ A.anitratus 1 gk& >100 pg/ml @ Cory-
nebacterium 2 ¥d, 3 3 BT RTHEL .

Diagnosis
(Underlying disease)
C.CC.
C.CP.
(Ureteral stone)
C.CC.
C.CP.
(Renal stone)
C.CC.
(Neurogenic bladder)
Cc.CC.

(Bladder cancer)

5. RIfEM (Table 11) 7
T UNE — RIS E OMERIEREBIRT 5 L £ bIG
AERSRICEY 3 RMERY, mEeRE, AnRs K
P, TR C OBRRRE LT 7. R 13 TR

C.CC.

(Bladder cancer)
Chronic complicated cystitis

.:  Chronic complicated pyelonephritis

M (Bladder cancer)

717
60
F
73
F
6
F
69

M | (Prostatic cancer)

5# GPT XU ALP o bREEbLsERER
% 1 BEOBRTRERL TR, 35, EAST

64

F
C.CcC.:
C.C.P.

No.| Sex

14
15
16
17
18
19

Case| Age

20

134 5%® GOT, GPT, AFP iM% 5hich
BEROBRENEREED 1D, AFlEOBEIIAATH
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Table 6 Bacteriological responsc to 6059-S in complicated UTI

Isolates No. of strains Eradicated (%) Persisted

* Serratia 8 7 (88) 1
P. aeruginosa 6 1 an 5
P. cepacia 3 0 10) 3
P. maltophilia 1 1 (100) 0
E. coli 3 3 (100) 0
P. vulgaris 2 2 (100) 0
P. morganii 1 1 (100) 0
Kilebsiella 2 2 (100) 0
Corynebacterium 2 2 (100) 0
S. faecalis 2 0 0) 2
A. anitratus 1 1 (100) 0
G.N.R. 1 1 (100) 0
Total 32 21 (66) 11

2o B5%K 10 BEOBRTIRIKEL RO HBAF
2, #5 2 BRIFNCEREI IR0 FHE T8 -0
T, TOEEBIEZOND, ZDOMDIER TR, AKFID

Table 7 Strains appeared after treatment
with 6059-S in complicated UTI

" Isolates No. of strains (%) BIEM LB DN ZEKRERS KUBRIKREMBORE LR
P aeruginosa 5 (23 DIEM -1,
S. faecalis
L iepacia : g:; 0. % ®
Candida 4 (s HEEERICHT 3 6059-S o MIC 1, HHEE
S. epidermidis 3149 10° /ml OHAIC E. coli Tid GM LEZSLWLER
Seratia 1 @ PIFoEN MIC 2R Ut F7z, Serratia THAEAKID
Total 22 (100) MIC i3 GM @ MIC X b{BEWHEICEH > T, 100 pg/

Table 8 Overall clinical efficacy of 6059-S in complicated UTI

Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated [ o ] 3 3 6 (30%)
Suppressed 1 0 0 1 (5%
Replaced 4 0 1 5 (25%)
Unchanged 0 1 7 8 (40%)
Efficacy on 5 4 11 Case total
pyuria 25%) (20%) (55%) 20(100%)
— llent
::’.;xced en 1(1) (50:;)) Overall effectiveness rate
[:]E P°:r . 2459;) 11/20  (55%)
0
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Table 9 Overall clinical efficacy of 6059-S in each group
No. of cases Overall
Group Excellent | Good | Poor | effectiveness
(% shared)
rate
1st group (Indwelling catheter) 2(10) 1 1 50%
2nd group(Post prostatectomy)
Single
3rd group (Upper UTI) 4 (20) 3 1 75%
infection
4th group (Lower UTI) 4 (20) 100%
Sub total 10 (50) 8 2 80%

. 5th group (Indwelling catheter) 4 (20) 4 0%
Mixed 6th group (No indwelling catheter) 6 (30) 3 3 50%
infection

Sub total 10 (50) 3 7 30%
Total 20(100) 11 9 55%
Table 10 Relation between MIC and bacteriological response
Lolates MIC (ug/ml) Inoculum size 10° cells/ml Tol
<0.78 1.56 3.13 6.25 12.5 25 50 100 >100
Serratia 1/2 2/2 1/1 2/2 1/1 7/8
P. aeruginosa 0/1 1/2 0/2 0/1 1/6
P. cepacia 0/2 0/2
P. maltophilia 1/1 1/1
E. coli 3/3 33
P. vulgaris 1/1 1/1
P. morganii 1/1 1/1
Klebsiella 2/2 2{2
Corynebacterium 2/2 2/2
S. faecalis 0/2 0/2
A. anitratus 1/1 11
G.N.R. 11 11
Total 8/9 2/2 2/3 2/3 2/2 1/5 1/2 2/4 20/30
(89%). | (100%) | (67%) (67%) | (100%) | (20%) (50%) (50%) (67%)

No. of strains eradicated/No. of strains isolated

ml Pl Eofittkkiz GM © 9 gicd U TAKITIR 1 8%
ICRET, ChoOBEKRICL TRRIEOSREN .S
TR EMNAD LN, UL, Pseudomonas 1T D
TidAFD MIC 43750 peak (3 12.5 pg/ml ¢, GM
@ peak 3 1.56ug/mlicdh % C LICHEET % EEKKID
HEARDPIEDS %, LIE 3 BoHicdd3 CEZ o
MEARAFICHEL THOMICEH > T, A4
bhvbhizks LT iangs, 6059-S 13430 Cepha-
losporin FiiEHEICK L TREZEMAMEL indole (+)

Proteus, Enterobacter, HEM@ELLICHLTHEDD
THROREDZRTEENTNS,

ERAERERIC 51 3 ARRS HO MEHRETE,
peak time |IMHEREDRE & T DBGKRIRAEVY, €
OERISBREERE OREBBIC BV TERERL, ¥
FMELLTELOHMENE LV FELEMTED
DTH-Tco

HAEMED RhBEI REBGEOHRICR b b
EELEFO—oT, EAOHBEEREEZI TR
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BRI RBHHEI NS 2 & R L. AA0 M
BRAEIRSEOIC 4513 2 LRI, 4915 2~4 T &
U 4~6 DT 1070, 500 ug/ml 11, 300 ug/ml
PLEZFRL, A12< b Cer % 30 mi/min Bl kdh
LS L URSIEE ST 5 LTk > T

BRI TR 2 LA Shtz, WE % 6 15N -

T Rep IR IREERE Y 52.7%, Wikt 32.3
% LBHITH D, & I HIRIED CiIhi A 1T R
MC2NTRNT 2 4 B8H2LHEZ SN,

6059-S A FNHIC ML RT3, AHHR 5% &
{f1> Cephalosporin %@lfﬁl'tl-‘cdlﬁtlbflﬁ]ﬁﬁﬁfjbib%n
ULORBERD 20 UL, ## 5Ok 2IEIE
DFHP LHBELTHEDESTEH, coffio—D
EUTHESOEHTIIBABGHIHRIkD 50% %

BT ERdT o, 2EBITLRABRMTIZ
FEIRIT 54% Th - 12, HIBFENIRRTIL Serratia,

E. coli, Proteus, Klebsiella 15210 % 3% T 5T,
Pseudomonas, S. faecalis ITI313 - A ERBITH -7

%7:, A anitratus @ 1.kk, Corynebacteyitum & 2 -

13, DO EKTIRH B8, MIC 5 100 pg/ml Ll LD
MUEKTH2IC b O T IR BES i L

NOV. 1880

Lo —75 T MIC 8 6.25 pg/ml LAF LB & dpss
DOTRKIMRYTH » 12 WHH 3 Bk -T, e
IRBSBYIE DT 1511 3 IR T S BN S ot
ht.

BIfERICcELT 1 FlicA# S % GPT, ALP o
LRESL, BBMRTHRM 1 BETEEL LY
6059-S I L BEMEEL Do 11 h, B
WD SN, RIB, WEE, Bl, BESHOKRE
10 DHKER S 1L, ARIZLBNELUEFTHS

: t%i ot

X i
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LABORATORY AND CLINICAL EVALUATIONS OF 6059-S IN THE FIELD
OF UROLOGY

Rinzo Uxal, Konsuke HaTAcHi, MoToHIRO Fujil and HiroM! NiHIRA
Department of Urology, Hiroshima University School of Medicine
SATORU MATSUKI and' MASAAKI HIRAYAMA
Department of Urology, Kure National Hospital

Laboratory and clinical investigations were performed on 6059-S, a structurally novel semisynthetic 3-
lactam antibiotic, and the results were obtained as. follows.

1) The antibacterial activities of 6059-S against 50 strains of E. coli, 21 strains of S. marcescens and
25 strains of Pseudomonas sp. isolated from the patients with urinary tract infections were measured at 10°
cells/ml inoculum size. 6059-S exhibited excellent activity against E. colf and S. marcescens, but. less active
against Pseudomonas sp. than gentamicin. Compared with cefazolin, 6059-S showed superior antibacterial ac-
tivities against those species tested.

2) Serum levels of 6059-S in patients with impaired renal function who were divided into two groups,
the mildly (Gtoup I, 2 cases) and the highly (Group II, 3 cases) impaired, were examined after the intra-
venous administration of 0.5 g. Peak blood levels were obtained at half an hour after dosing in both of the
groups. Mean urinary recovery rates during 6 hours after administration were 52.7% for group I and 32.3
% for group II. Urinary levels of the drug in both groups reached to the high concentration enough to
treat urinary tract infection.

'3) 6059-S was administered twice a day to 20 cases with complicated urinary tract infections for 5
days, and the overall effectiveness rate was 55%.

4) As for side effect, slightly elevated levels of S-GPT and Al-P were observed in one case, and no
other side effect wasInoted.



