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Fig. 1 Chemical structure of cefotetan (CTT, YM09330)
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Table 1 Clinical summary of complicated U.T.I. cases with CTT (0.5 g X 2/day, 5 days, i.v.)
|
Case | Age Diagnosis Catheter | UTL | o ox] Bacteriuria Evaluation™3
No. | Sex | Underlying condition | (route) | group uria Species Count | MIC*2 valuation Remarks
0.78
. —r S. marcescens 105 3.13
1 | 80 QC_* + G-5 S. faecalis 200 Poor
M BPH.™S Urethra 800 -
. 200
6
+ S. faecalis 10 800
2 30 C.C.C. + G-1 ++ S. marcescens 10¢ 1(1](2)'5
M Urethral stricture Bladder : ra Moderate
. 800
++ P. aeruginosa 107
56 .C.C. +
, cce G-1 >800 Poor GOT +,GPT t
M N.B.¥6 Urethra - P N 107 800
. aeruginosa >800
*7 . 0.1
43 C.C.P. ++ E. coli 10°%
4 —_— G-3 0.2 Moderate
F Renal st
enal stone o @)
++ S. aureus 10¢ 2;2
S K{g Clllcl.ic. Ure:hm G-1 S. faecalis 10° ;gg Poor -
.B. -+
. 800
P. putid 2
putida 10° | 5800
12.5
7
. S. marcescens 10 100
100
. s
s |90 ccce + s 8. faecalis 10 200 poor
M B.P.H Urethra P. aeruginosa 10¢ >§gg
-+
100
: s
S. faecalis 10 200
) , 0.39
7 66 C.C.C _ G-4 ++ K. pneumoniae 10 078 Excellent _
M N.B
- -)
12.5
82 C.C.C + S. marcescens 107 -
8 |m BPH - G-4 100 E -
- =)
P. rettgeri 107 gg:
+ R
75 C.C.C + I 50
9 M NE Urethra G-5 A. bronchicanis 10* 400 Moderate -
. 200
—_ 6
S. faecalis 10 400
68 C.C.C + S. marcescens 107
10 M N.B - G-4 _ S faecalis 10° Moderate -
G.PC.
11 ;7 ggg - G-6 * S. mar 10¢ Poor -
o + P. aeruginosa 10¢
P. aeruginosa
74 C.C.C + S. marcescens 10¢
12 - G-6 P
F B.P.H C. freundii oor
+ P. aeruginosa 10°
S. faecalis
++ 107
13 80 C.CcC _ G-6 S. marcescens Poor GPT t,Al-pt
M B.P.H S. faecalis
+ 10¢
S. marcescens
GPC. s
14 ;9 ggg - + Fungus 10
o +++ -)
. 800
4
15 78 C.q.C. G-4 ++ P. aeruginosa 5X10° 800 Excellent
Prostatic cancer —

)
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Table 1 (Continued)
. |
Case | Age Diagnosis Catheter | U.T.L Pyuria*1 Bacteriuria _—
No. | Sex | Underlying condition | (route) | group | 7 12 Species comm T w2 Evaluation Remarks
55 C.C.P. ++ E. coli o 0.39
6| F Renal stone G-3 ot 10 0.39 Excellent -
- -)
S. marcescens 10¢ 12.5
71 C.C.C. _ G-6 ++ 50
17 |\ | Bladder cancer S. faecalis 105 igg Moderate
+ (=)
5 |8 |_cce _ G.a | ¥ | Amyarophita | 107 6.25
F | Bladder cancer - S 25 Moderate
7 6.25
. S. marcescens 10 25
. 25
77 CCC. s .
19 M | Bladder cancer - G-6 faecalis 10 100 Moderate GOT t,GPT ¢
100
E) 3
_ nterobacter 10 400
YLO 102
C. freundii 107 1;'23
2 85 C.CC + G-5 + -
M B.P.H Urethra S. marcescens 10* ;(2)5 Moderate
+ Micrococcus 10
Aad S. marcescens 107 ;gs
79 C.C.C
2 - G-4 . 800 Moderate
M P. s
B.P.H . P. maltophilia 10 800
YLO 10
P. aeruginosa 107 800
— 800
. . 400
2 78 c.CcC. + s S. faecalis 10 400 boor )
M B.P.H Urethra . . 800
P. aeruginosa 10 800
” 400
7' .
S. faecalis 10° 400
. 0.39
6
. C. terrigena 10 0.78
s 12.5
2 86 C.C.C + Gos S. marcescens 10 50 »
M BP.H Urethra ) ) 039 | O -
C. terrigena 103
0.78
- . 800
E
P. aeruginosa 10 800
S. marcescens 107 58'25
78 ccC. + - 25
% £ . . B
M BPH. Urethra G-$§ S. marcescens 10 100 Moderate
. 400
s
- S. faecalis 10 800
S. marcescens 10¢ 22'25
84 C.C.C + +
25 - -
M| BPH Urethra | ©7° P. morganii 10° 125 | Moderate
++ -)
6.25
70 6
26 M ggg _ -2 | ™ S. marcescens 10 125 Moderate _
.P.H. + =
7 50
- S. marcescens 10 200
80| cec . S. rubidaea 10¢ o
Y M N B . Urethra G-3 50 Poor -
.B. "
. S. marcescens 10 200
400
i s
S. faecalis 10 800
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Table 1 (Continued)
) |
Case | Age Diagnosis Catheter | U.T.IL . *] Bacteriuria .3
No. | Sex | Underlying condition | (route) | group Pyuria Species Count | MIC*2 Evaluation Remarks
S. marcescens 10* 2‘5)8
+H+
73 C.C.C. + . 200
28 M BPH Urethra G-5 S. faecalis 103 400 Poor -
3 50
++ S. marcescens 10 200
P. aeruginosa 107 800
-+ 800
82 cce + s 12.5
29 M BPH Urethra G-5 S. marcescens 10 50 Poor -
. 800
+ P. aeruginosa 107 800
30 86 C.C.C. _ + YLO 102
M | Bladder cancer + S. faecalis 10¢ -
«y Before treatment *4 Chronic complicated cystitis
After treatment *5 Benign prostatic hypertrophy
*2  Inoculumsize 10° cells/ml *6  Neurogenic bladder
10° cells/ml *7  Chronic complicated pyelonephritis
*3  Criteria by the Committee of U.T.I.
Table 2 Overall clinical efficacy of CTT in complicated U.T.I.
0.5 g X 2/day, 5 days treatment
Pyuria Effi
Cleared Decreased Unchanged 1cac‘y on
Bacteriuria bacteriuria
Eliminated 4 3 11 (39%)
Decreased 0 0 0 0( 0%)
Replaced 4 1 2 7 (25%)
Unchanged 1 4 5 10 (36%)
Efficacy on pyuria 9 (32%) 9 (32%) 10 (36%) Case2 ;otal
IZ] Excellent 4 (14%) Overall effectiveness rate
[ ] Moderate 12 (43%) 16/28 (57%)
[ Poor (or Failed) 12 (43%)

REOBEBPIH OEMEIX Z 0L FN83.3%B & Uf
37.5%, A T—TLEBEE L UCBEUHNE
EIL78.6% 8B L UF37.5% ThH » 72,
INEMEFEAMROEH, LRETT B &, AR
12 R & BEE L7 S. marcescens 208k 17TH, S. f-
aecalis 7¥$ 3 ¥, P. aeruginosa 5% 1%k, E. coli
BEU 77 LBERRE L 2 5RF 28, S
pneumoniae, P. rettgeri, A. bronchicanis, A. hydro-
phila, C. freundii L U° S. rubidaea & 1 BRIZIHEL,
% 72 P. morganii B £ U C. terrigena & 1 BRIZFHEL 12

aureus, K.

(Table 4), 7% 3L HI® & LT S. faecalis 6%, P.
aeruginosa 3 ¥k7c & ET158k 2 b 72 (Table 5.

2. M & A

Table 1 7 MIC 2 AMIc—iE L TR L 72, HHRE
DB B~ 12 S. marcescens 18%) MIC i3, HHEEE
10°cells/ml T (20.78~50ug/ml, 10°cells/ml T #
3.13~200¢g/ml Wi 275 L, Bi#& Ti312.50¢8/ml, %
T1350ug/ml 12 & — 7 25888 & L1 (Table 6), 31
Bz b7cds, S faecalis © MIC 12k 44100xg/ml &
k., P. aeruginosa Ti3A¥H800ug/ml BLETH e
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Table 3 Overall clinical efficacy of CTT classified by type of infection

Grou No.of (Percentof | . onent | Moderate | B freotivaness
p cases  of total) xcellen oderate oor | effe
rate
1st group (Catheter indwelt) 3 ( 11%) 0 1 2 33%
2nd group (Post prostatectomy) 1 ( 4%) 0 1 0 100%
.Single. 3rd group (Upper U.T.I.) 2 ( 7%) 1 1 0 100%
infection
4th group (Lower U.T.L.) 6 ( 21%) 3 3 0 100%
Sub total 12 ( 43%) 4 6 2 83%
5th group (Catheter indwelt) 11 ( 39%) 0 4 7 36%
Mixed 6th group (No catheter indwelt) 5 ( 18%) 0 2 3 40%
infection Sub total 16 (57%) 0 6 10 38%
Total 28 (100%) 4 12 12 57%
Table 4 Bacteriological response Table 5 Strains* appearing after CTT treatment
in complicated U.T.I.
No. of Eradicated .
. Persisted
Isolates strains %) ™ Isolates No. of strains %)
S. marcescens 20 17 ( 85%) 3 S. faecalis 6 ( 40%)
S. faecalis 7 3( 43%) 4 P. aeruginosa 3 ( 20%)
P. geruginosa 5 1( 20%) 4 P. putida 1 7%
E. coli 2 2 (100%) 0 Enterobacter sp. 1 ( 1%
G.P.C. 2 2 (100%) 0 P. maltophilia 1 ( %)
S. aureus 1 1 (100%) 0 Micrococcus sp. 1 ( 7%)
K. pneumoniae 1 1 (100%) 0 YLO 2 ( 14%)
P. rettgeri 1 1 (100%) 0
P. morganii 1 0( 0%) 1 Total 15 (100%)
A. bronchicanis 1 1 (100%) 0 .
: f bacterial t
‘A, hydrophila 1 1 (100%) 0 *: Regardless of bacterial coun
C. freundii 1 1 (100%) 0
C. terrigena 1 0( 0%) 1
S. rubidaea 1 1 (100%) 0
Total 45 32( 71%) 13
Table 6 Susceptibility of 18 strains of S. marcescens to CTT
Inoculum No. of MIC (ug/ml)
size S. marcescens | 078 3.13 6.25 12.5 25 50 100 200 >200
10¢ cells/ml 18 1 4 8 1 4
10® cells/ml 18 1 1 2 6 4 4
3. B % B BB 2 2 L 22 EEFIZERD S e dr - 2%, BRIR

HRHETHREDI 2 L 2o 7230BIc D\ TEIER 2 LT
DEMBLESK & WIS 5 & FBGIC, ARBEEALIC BT
BRMIRY, Mm@, @mBksk, BUN, miE7L7F
=¥, GOT, GPT, T4 )71 27 7§ —¥7% & kil
ELREL 7 (Fig. 2).

RERMICH VW TGOT B £ GPT L& 2 % (FEHI 3,
19),GPT BLUTAAN 7+ 2778 —X LR 1BGE
#113) Dit 3 BN RELEHEED b, Lo LER 3 1
EBBEBN1OTH B W@ L T VEMP #Fi&
(Vincristine, Cyclophosphamide, 6-MP, Prednisolone
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Fig. 2 Laboratory data before and after administration of CTT
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T30, FrERINELETL ) BEFALERSATY AL, RBOEHCIEHROECLRRE TEbbE

BEFTWTNLARIC L 2B LRIMETE Lo 12, VI REEBEEET S & bR T3, FRAH

i3, b MERCRE 2 S FHEEE A L RETK

EpRIPAPEE R 15 = &k 020, UTHiZ b 20%A
CTT REHBEHER T, #XDET7 74 LRI HRFEN T B,

# %12 L indole (+) Proteus, Enterobacter, Citrobac- SEbbIL, BYRMYE UTI 28 B2 HRE LG
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BHRMRERETT 5 & & LI, RPGREBEICNT 5 AH
HMIC #BIE L 72, 28BIDKRAEERNR % AMETA
pE57.1%E %0, LFLIEELRV I hr 72, &
NEREE LT, MR TXTEMEERENES TLH
LEHESDTOT UL BREN Eh 722k, SBEH
#5° S. marcescens, P. aeruginosa 7c ¥ D\ hHW 5555
EA2/3Lh b e T & K IBMDER S S h o 1
b onL ). ) bHEMIERENIE S LBk
BREHIE L O T— T WVIERBHIOEHERIL, TnF
n83.3%% & U78.6% & 1T R TN & LA TF S N
72,

INEMEENHROED LA D E, ERNELT7 70
AR > RIAERNICTHEILER DBV S, marcescens20
ROBBEEII.0% L &<, FLTHEREIL LWL
N P. vrettgeri, A. bronchicanis, A. hydrophila, C.
freundii, S. rubidaea N & 1 ¥RIZERL TEBY, AHID
77 LEHRREICKT T A HE T 05 X HHER X iz d,
P. aeruginosa | DV TIZEMAHAF L KK TH -
1o 77 LBHIKED ) B S, faecalis DHEEI242.9%
LERTH 72, b2 8EE D MIC % S. marcescens
KOWTAS L, ERNERFERICH UIEEZRL,
MELARIR L HEA S —FK L Twi2, &b, A. hydr
ophila e &, R¥% b DDEBID LN E ENTWBHE
BT —EICB b2t FOFHEMIZOWTIEAE
DRHDLETH S5,

EWER L L Tid, TV X—iEik & o B HEEIAERK
¥ELLERIRERD LN h o2, BBFRREMICE VT
i3, transaminase ) _LH % £k & § 2 %857 3 flI232

SN7zhY, WL HUERGER L Mo ER L ik L <
B, K& DRPEBERIZHRE L ad 72,

X 73
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A CLINICAL EVALUATION OF CEFOTETAN (YM09330) IN
CHRONIC COMPLICATED URINARY TRACT INFECTIONS

MiTsuo OHKAWA, ISAMU MoTo1, RYOCHU SHODA,
AKIYOSHI IKEDA, TOSHIAKI SUGATA, KOHEI KAWAGUCHI,
EiNoSUKE NakasHITA and KyoicHl KURoDA
Department of Urology, School of Medicine, Kanazawa University

(Director: Prof. K. KURODA)

The clinical efficacy of cefotetan (CTT, YM09330), a new cephamycin antibiotic, was evaluated in patients
with complicated urinary tract infections (2 chronic pyelonephritis and 26 chronic cystitis). The patients
were given 500 mg of the drug twice daily, in the morning and evening by i.v. injection for 5 consecutive
days. Based on the improvement in bacteriuria and pyuria, the efficacy of cefotetan was assessed to be excel-
lent in 4 cases (14%), moderate in 12 cases (43%) and poor in 12 cases (43%) for an effectiveness rate of

57%. No marked adverse reactions were observed.



