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BR2068% (77 LARBMERE23%K, 7 5 ARME183HK)
I DT cefozopran DER/INEBEHILEE (MIC) %A
FALEREESIFREOICH L, EEER 10°%cells/ml
THIE L 2o % 7z imipenem (IPM), ceftazidime
(CAZ), latamoxef (LMOX) # & U cefoperazone
(CPZ) oW T HHRT MIC 2HIEL, FH & H#&
BEt L7z,

2. R

Staphylococcus epidermidis (10 k) Ti3Z&&|D MIC
12 0.39~50 ug/ml DEFICHHE L, MICso i3 1.56 ng/
ml, MIC013 50 ug/ml & IPM iZiZ 4 ~5&% > Tw»
520D, CAZ, LMOX &£V 3~4%, CPZ &V 2
~IEBNIHENETRL 120

Enterococcus faecalis (13#%) T &%l D MIC IX
0.025~50 pg/ml D fE i 53 #5 L, MICsid 12.5 g/
ml, MICy, i 50 xg/ml TIPM & 1212 F%, CAZ,
LMOX &9 2~3%, CPZ&V 1~2ERBEENT
M ERLI

E. coli (30%F) TixFHFID MIC 1% 0.10~12.5 ug/
ml O3 L, MICso1d 0.10 gg/ml, MIC,, i 6.25
xg/ml T, IPMIZIZ3~4%E%2bDDCAZ, CPZ
£V 2~3%, LMOX &V 4 BEREEN TV,

Klebsiella pneumoniae (20 #%), Klebsiella oxytoca
(1086 H 2 & & D MICso 42 0.10 gg/ml, MICs i
1.56 ug/ml & IPM & 1ZI2ES, foX@\ER L
2~3EENTENERLI,

Enterobacter spp. (20%k) @ 5 b, Enterobacter
cloacae (10 ¥k) \&3F3 % MICsotd 0.39 ug/ml, MIC,,
12 6.25 ug/ml, Enterobacter aerogenes (10 #k) =t
9% MICso13 0.10 g/ml, MIC,pid 6.25 yg/ml & B
HFTHD,IPM IZizPR4% 3 DD CAZ,CPZickbL
3~4EEN, LMOX L ZIZRZOHEN 2R LT,

Citrobacter freundii (15%) T X & #| © MIC it
0.05~12.5 ug/ml ORI 34 L, MICs 1% 0.20 ug/
ml, MICsiE3.13 ug/ml &, IPM &V 1EL33 0D
D, HOMNEIEICLL 5~ 6 EREENHEN 2=
L7z,

Proteus spp. iZ 2> T id MICs, & P. mirabilis (19
¥K), Proteus vulgaris (10 £8) £ 0.20 ug/ml L %25
TEY CAZ, LMOX £ 1~2FL3b DD, IPM,
CPZIDiF2~3EENTMEN2ZR LT

Morganella morganii (10 #) TI1ZE# D MIC I%
0.05~0.78 ug/ml OIS # L, LMOX IZid1~2
BELLH0DD, CAZ, IPM & D 2~3%,CPZ &b 4
~5EEN T,

Serratia marcescens (20 Bk) T3, &F|D MIC 1k

0.20~50 pg/ml ORIIZH L Twaize MICs, ik 3.13
ug/ml, MICoolX 25 ug/ml & IPM, CAZ ZiX2~3
E%5bDDCPZ, LMOX ZHL 4~ 5EFEh i
BEOERL %,

Pseudomonas aeruginosa (21 £R) TIZZAHF D MIC i3
0.025~50 pg/ml DRI L TVvatz, MICs, 1 6.25
ug/ml, MICy,ld 25 ug/ml & IPM & D 2~3%42
bDD CAZ EF%, CPZ, LMOX &b 2~ 3%E&n
THENER LU

Pseudomonas putida (8 #8) T iz & &l © MIC it
0.39~25 ug/ml DEIZS3A L, MICs i 12.5 ug/ml,
MICqo 1% 25 ug/ml & IPM & D 1%, CAZ &b 2%%
2 TWlzB CPZ, LMOX & D 2~ 3EENIHEH
%R L7 (Table 1),

II. B8 K B #|

1. NRBLUHE

MHRI, FRITE6 A XV FER2ES B CoE
BV TREILAZBRER B X UBERERIC ABRST,
FEERSRER BN D FEHE S N i HM M R R L ERE
59 Bl (B EHEEB BB L 14 B, BrERM % 34
B, BISCAMATERRESRYYE 11 61), SHMEEaTR
K2BITH o T, EEERIZ, BELEE 156, diuk
F& 12 B, BIIZARAEAEE 10 41, HHREIMERERE 4 B, B
MER 26, ZoM58ITHo>7% (Table 2),

BEFEI, THERBEBREE X, &) 250 mg,
500 mg, 1000 mg % 7zi3 2000 mg (J7ffi) *4Ba%E
A100ml i¥EEL 1 H 1~ 2 E (1 Hi&5E 500 mg,
1000 mg, 2000 mg & % V> X 4000 mg), 4~10 H
RATEEE L 7o BMERISIERZ O 2 HITiZ 1 E 1000 mg
#1H21E,5 S & 07 BRHEES L 7z, BRSEH
EREBREWES & O UTI EZEHEREE (B3R
KHECTTRY, 2fliconTH - hENEIERRS
VRERREEOREETBHOBELRIL 12

2. ®H&

@ BEHMERERYE

FHREHETIZER 108, BRh38H, LEH
B, 3h 7T BICERIE81.4% (48/59) TH-l

UTI BRI MEAE 2 % C TITR - IR SRR
HETIEZ 106, BRh27 6, R 10 HITEYHE
78.7% (37/47) TH -7 (Table 3), BEEFIFR
Tix 1 H 500 mg B S5EETIIER 16, B%) 8 fi, Y

1 BITERIE 90 % (9/10), 1000 mg B 5 CidELh 4
B, BZ5 B, %7 BITHEINEK 56.3 % (9/16), 2000
mg 5 TIIES 45, B 136, EHh2 HICHERY
3 89.5 % (17/19), %7z 4000 mg BT EZ 141, &
F1BIE > Tz,
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Table 1-1. In vitro antibacterial activity of cefozopran against clinical isolates
Inoculum size : 10°CFU/ml

Test organism Antibioti MIC (ug/ml)

(No. of strains) ntibiotic Range MICs, MIC,,
Cefozopran 0.39~50 1.56 50

Ceftazidime 3.13~ >100 25 >100

S. epidermidis  (10) Imipenem 0.025~1.56 0.20 0.78
Cefoperazone 0.78 ~ 100 12.5 50

Latamoxef 1.56 ~ >100 50 >100
Cefozopran 0.025 ~ 50 12.5 50

Ceftazidime 25~ >100 >100 >100
E. faecalis (13) Imipenem 0.78 ~ 100 1.56 50

Cefoperazone 0.78 ~ >100 25 >100

Latamoxef >100 ~ >100 >100 >100

Cefozopran 0.10~12.5 0.10 6.25
Ceftazidime 0.05~25 0.20 25

E. coli (30) Imipenem 0.10~1.56 0.20 0.78
Cefoperazone 0.025 ~ 50 0.20 50

Latamoxef 0.05~ >100 0.10 >100

Cefozopran 0.025~12.5 0.10 1.56

Ceftazidime 0.05~ 100 0.10 6.25

K. pneumoniae  (20) Imipenem 0.20 ~3.13 0.20 0.78
Cefoperazone 0.05~ 50 0.39 25

Latamoxef 0.05~ 100 0.10 6.25

Cefozopran 0.05~1.56 0.10 1.56

Ceftazidime 0.05~3.13 0.10 0.78

K. oxytoca (10) Imipenem 0.20~0.78 0.20 0.78

Cefoperazone 0.10 ~ >100 0.39 1.56

Latamoxef 0.05~0.78 0.20 0.20

Cefozopran 0.10 ~6.25 0.39 6.25
Ceftazidime 0.20 ~ 50 12.5 50

E. cloacae (10) Imipenem 0.20~0.78 0.20 0.39
Cefoperazone 0.20 ~ 100 25 50

Latamoxef 0.05~ 50 3.13 6.25

Cefozopran 0.10~12.5 0.10 6.25
Ceftazidime 0.10 ~ 50 0.20 25

E. aerogenes (10) Imipenem 0.10~1.56 0.78 1.56
Cefoperazone 0.20 ~ 50 0.78 25

Latamoxef 0.05~ >100 0.10 6.25

Cefozopran 0.05~12.5 0.20 3.13
Ceftazidime 0.20 ~ 100 6.25 100

C. freundii (15) Imipenem 0.20 ~ 100 0.39 1.56
Cefoperazone 0.20 ~ >100 12.5 100

Latamoxef 0.05~ >100 3.13 >100

Cefozopran 0.05~0.78 0.20 0.78

Ceftazidime 0.025~0.39 0.05 0.20

P. mirabilis (19) Imipenem 0.20 ~6.25 0.39 3.13

Cefoperazone 0.20 ~ 50 1.56 6.25

Latamoxef 0.05~3.13 0.10 0.39

Cefozopran 0.05~3.13 0.20 0.78

Ceftazidime 0.05~1.56 0.10 0.20

P. vulgaris (10) Imipenem 0.39~3.13 1.56 1.56

Cefoperazone 0.39~6.25 0.78 3.13

Latamoxef 0.025~0.39 0.10 0.20

Cefozopran 0.05~0.78 0.20 0.39

Ceftazidime 0.05~3.13 0.78 3.13

M. morganii  (10) Imipenem 0.39~3.13 1.56 3.13
Cefoperazone 0.39~12.5 3.13 12.5

Latamoxef 0.05~0.10 0.10 0.10
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Table 1-2. In vitro antibacterial activity of cefozopran against clinical isolates

Inoculum size : 10°CFU/ml

Test organism Antibioti MIC (ug/ml)
(No. of strains) ntibiotic Range MIC;, MIC,,
Cefozopran 0.20 ~50 3.13 25
Ceftazidime 0.20 ~ 25 0.78 3.13
S. marcescens  (20) Imipenem 0.10~6.25 1.56 3.13
Cefoperazone 3.13~ >100 50 >100
Latamoxef 0.20 ~ >100 >100 >100
Cefozopran 0.025 ~ 50 6.25 25
Ceftazidime 0.025 ~ 25 6.25 25
P. aeruginosa (21) Imipenem 0.78~3.13 1.56 3.13
Cefoperazone 1.56 ~ 100 50 100
Latamoxef 3.13~ >100 50 >100
Cefozopran 0.39~25 12.5 25
Ceftazidime 1.56 ~12.5 6.25 12.5
P. putida (8) Imipenem 0.78 ~6.25 3.13 6.25
Cefoperazone 12.5~ >100 >100 >100
Latamoxef 6.25~ >100 >100 >100

MR o3 2 BhR 1 kBatEAL 34 B (72.3 %), ER
K76 (14.9%), L6 (12.8%) THo1, B
Rzt 4 23R IZIEHEL 1361 (27.7 %), HE 6 Fi
(12.8%), *Z 2861 (59.6 %) T H - 7z (Table
3)o

UTI RERERERIZIR 2 A 2 &, BEEERYEE3S
BTk, %0 8 B, BZh 20 B, X7 B THEZE80.0
%, EHERLEE 1280 TI1x, EX26), B% 76, &
$3BITHEEET5.0%ThHoleoh 77— T VEBER
T, 19EGIFER 2 61, B2h9 B, X8 HITHR
E57.9% TH->7: (Table 4),

MAFHMRTIE, FHRESEHNCRT L0 HEEESH
72 61 BRH S5 R E L, MREEIX90.2% TH- 7z
(Table 5)o 7/ 7 LB M & T %, S. aureus, E.
faecalis, E. faecium DB3FNFN 1T OESELTEY
BB X 88.0 % (22/25) TH > 1o 7T MEHE I
THEREERIZ.7% (33/36) THOER L Itk S.
marcescens 1 ¥k, Alcaligenes spp.2 ¥k TH - 1=, 175
L 72 8k @ MIC & S. aureus, E. faecium & ¥ 1 100
ug/ml LAE, S. marcescens 1#kix 0.39 ug/ml ToH -
feo E IR E54TES L T Alcaligenes spp. D 2 BRI Z
NZN12.5ug/ml, 100 ug/ml UL ERS>TED, B
BN 28 (3.13 ug/ml, 50 ug/ml) % &% Tk
HIE v MICE%2RL Tw>72 (Table 6)o

BEBHEEEE LT, E. faecium 234 Bk, P. ce-

pacia, P alcaligenes, X. maltophilia, A.
radiobacter, NF-GNR &2 1 k¥ DLk oTwi
(Table 7),

©@ MBEMRILRA

S EMERISZARA D 2 i id 1 B 1000 mg 1 H
2E&5 % 5 B o N 7 BREfT 2 WEREHET
13ER 14, B% 14, UTI EFHimEESEAITR
Ba1fThHo Tz,

MEZNZIR TIIBIER D P aeruginosa, E. coli
BEREINTE N KL D MIC iX 3.13 pg/ml, 0.025
ug/ml EFRFNBREERL T,

B - thEEIERIZ 1 BB e d 5 1, BRRE
ER% L LT GOT, GPT O_L&% 2§, IFHEES
214, MEI7V7F=>DLR% 1HIED T,
WIThLEEDO—BYEDOERTH- 12,

1. == =

Cefozopran i3, $i#l € 7 7 0 ARY V% g—579%
LEITH D, FElIZE7 7 a9 ARY F—LPIeRETP
aeruginosa ¥ S 7 7 LARYUE»S 7T LABNEE
TN YADENTTEI2ET3Y,

SE, TR OIT4 - F R ERYE SR N 55
BHOKRETHLEEICB T MIC D range #$50
pg/mlE2BZ 55D E HBIELEERTH 20N
TUVADRIIRHHNTD B, E. faecalis KT S
MIC b IPM i2i3%2 b DD ¥ 7 = AR ONEELIL
BIZEBRLUBNT I, S epidermidis 3L Th,
MICs, 1& 1.56 ug/ml L EN1-HAEHEELTHY, 7
7 LR T 2 RFOBEAEBSREB ST, LY
L, 8%y v RO Y AD#HE I L hiE, MRSA HL
TRMD 2 7 o 2 RIEH] & AT RN AE TV BY
77 LEME B L TY E. cloacae, C. freundii T
IPM & D ENTHE S 2R, %7z P. aeruginosa i
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Table 2. Clinical summary of complicated UTI or acute prostatitis patients treated with cefozopran

No ‘?ygr‘; Diagno'Sis UTI Evaluation® Remarks \o f\\it)’ Diagnosis UTI Evaluation*® Remarke
’ Sex Utzl?segzl‘ig]g group UTI Dr (Side effects) e S:ex Ul(‘[‘i]::‘;:'\;i]m group UTI Dr (Side effects)
~ |75 [ CCP o . B RIS . . C
—1‘ F [Bladder tumor 1© 1{Moderate| Good (=) 32 M [ Drostatic cancer G —1{Moderate| Good 1_;_’1_6
63 | CCP _ . .| 64 [ CCC P .
_2 M | Vesicoureteral stricture G—3|Moderate/ Excellent (-) 33 M | Prostatic cancer G~ 4 Excellent | Excellent (=)
Cccp 2| 72 [ CCC .
3 71\,’0; Pyclulure:eral stricture|G — 3| Excellent |  Good (=) 34 M | Neurogenic bladder] G=1| Poor Good =)
Renal pelvic tumor “ —
oo . | 69 [CCC - .
4 17\2 %Eadder cancer G —1|Moderate| Good (=) 3| M [Urethral stricturd 6| Moderate| Good (=)
] e | 78 [ CCC -
LGoT - 3 G—1|Excellent| G -
5 'I]v? (é]Ca}:;der — G-sl Poor Good |5 - 6 M [BPH G —1|Excellent| Good (=)
R B 37| 80 |LC G — 4| Excellent | Excellent| ()
D \S L X L XC en -
) M | Bladder cancer G5 Poor Good (=) I"v; ([?(P;)(]:I -
38| 5~ 6| Moderate| Good | (—)
7 g/? EICDI; G—1|Excellent| Fair (=) % ggg post-op. |” e i
39 G —6{Moderate| Good (=)
8 15\2 gf%d G—4|Moderate| Fair (=) M | BPH post-op. >
adder tumor go| 70 EEC G—2|Moderate| Good | ()
U 21V ate 300 -
9 SNZI grcogtatic —ncer |G —4|Moderate| Good (=) M | BPH post-op.
41 68 | CCC G — 6| Excellent | Excellent (=)
10 (Ii\/? (I;IC((:id G—5| Poor Poor (=) ! BPH POSt-0p. '
adder tumor 42 78 | CCC G —2|Moderate] Good (=)
71 | CCC -~ _ M [BPH postop. |~ -|oderate] Goo -
W M [Bladder tumor |0 4| Moderate| Good | (-) 4] 70 [CCC o artoderae] Gorg
— G —2|Moderate| Goo
12 17\;; l?fi’(c:(i'eumgenic h)adder(}*4 Excellent | Excellent (=) M | BPH post-op.
! 79 | CCC .
44 / G—2(N = M 12
13) B Fe————iG—4|Moderate| Good | (-) M [ BPH postop. |- 2| Moderate] Good N
C 69 | CCC .
14 ?V([) Bfa((:ider Cancer G—4|Moderate| Good (=) 45 M [ BPH post-op. |~ 3| Poor Poor
66 | CCC
80 [ C G- 2 -
15| & P‘S)(S:tatic ——16—4| Poor Poor - 46| v BPO post op. I° 2{Moderate| Good (=)
78 | CCC
86 o . -
16) 8 (ég(jjder e -1 Poor Poor (=) 47\ M BPO post op. |° 2|Moderate| Good (=)
82 [CCC 1 29 |LCP Fair | (-)
17 M [Bladder stone G—1| Poor Good (=) M | Bladder tumor
86 1 cce 49 18 | CCP .
18 G— — 1M [ Pyeloureteral stnic Excellent| (=)
F | Neurogenic bladder| 1} Poor Good =) < o
73 [CCC 50 63 LECP Good | (-)
Y ¢ IePh G—2|Moderate| Good |eosinophilia M | Bladder tumor
76 | CCC 51 72 | CCP Good (=)
D v MBPO G —4|Moderate| Good (=) M | Bladder tumor
76 | CCC 52 51 | CCP Poor (—)
2| v TepH G—6|Excellent | Excellent|  (—) M | Neurogenic bladder
80 [ CCC 53| 81 [LCP Poor | ()
22 M [Prostatic cancer G—5|Moderate| Good (=) M | Prostatic cancer
72 [ CCC sq) 10 |LCP Good | (=)
B| M Prostatic cancer |G —4|Excellent | Good (=) M | Prostatic cancer
| 78 [ccC 55| 73 | ECC Good | (=)
4 M | Prostatic cancer G—5|Moderate| Good =) F_| Fracture
55| 64 [CCC - ool Bl S — .
M [Prostatic cancer |G ~4|Excellent| Good (=) 96| \p | Bladder stone Good (=)
85 Tcce Prostatic cancer
26 - G — 5| Moderate | Excell (- 78 | CCC .
M | Prostatic cancer |~ oderate | Excellent ) 57 Good (=)
& Tece M | BPH
z G—1 P Excell (— 74 | CCC .
M [BPH oor |Excellent ) 58| M Fair (-)
78 Tcee Bladder tumor
28 G —5|Moderate| Good | (- 72 1ECC ;
| M [BPH G oderate| Goo ) 59 Good (=)
7 Tcce M | BPH post-op.
29 G—1|Moderate| G — 74 | CCC
2| F [Bladder cancer|0 _ !|Moderate| Good | (=) 60 Poor | (=)
& [cee M | BPH post-op.
ﬁ M [BPH G —4|Moderate| Good (=) 61 i;li %BM‘ Excellent| (=)
31 79 [ CCC G—1|Mod 5| 58 | Acute prostatitis y
__| F | Bladder tumor |~ oderate| Good (-) 62 M | () Moderate| Good .

CCC : chronic ¢ i ctitic (CP . N — _—
onic complicated cystitis CCP : chronic complicated pyelonephritis  BPH : benign prostatic hypertrophy " UTI : Criteria proposed by the UTT Committee
Dr 2 Dr's evaluation
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Table 4. Overall clinical efficacy of cefozopran classified by the type of infection
. i Overall efficacy
Group No. of patients Excellent |Moderate| Poor verall efficacy rate
(percent of total) (%)
group 1 (indwelling catheter) 12 (25.5%) 2 5 5 7/12 (58.3)
group 2 (post-prostatectomy) 8 (17.0%) 7 1 7/ 8
Monorfncroblal group 3 (upper UTI) 2 (4.3%) 1 1 2/ 2
infection
group 4 (lower UTI) 13 (27.7 %) 5 7 1 12/13 (92.3)
sub total 35 (74.5 %) 8 20 7 28/35 (80.0)
group 5 (indwelling catheter) 7 (14.9%) 4 3 4/ 7
Po]ymlcrobxal group 6 (no indwelling catheter) 5 (10.6 %) 2 3 5/ 5
infection
sub total 12 (25.5%) 2 7 3 9/12 (75.0)
Total 47 (100 %) 10 27 10 37/47 (78.7)
No. of patient O 11 effi /
Indwelling catheter 0. of patients Excellent [ Moderate | Poor vera eolCaC} rate
(percent of total) (%)
Yes 19 (40.4 %) 2 9 8 11/19 (57.9)
No 28 (59.6 %) 8 18 2 26/28 (92.9)
Total 47 (100 %) 10 27 10 37/47 (78.7)
Table 5. Bacteriological response to cefozopran in complicated UTI
Isolate No. of strains Eradicated (%) Persisted*
S. aureus 4 3 1
S. epidermidis 6 6
Staphylococcus spp. 4 4
E. faecalis 8 7 1
E. faecium 3 2 1
sub total 2 22 (88.0 %) 3
E. coli 5 5
C. freundii 2 2
K. pneumoniae 2 2
E. cloacae 1 1
E. aerogenes 1 1
S. marcescens 3 2 1
Serratia sp. 1 1
M. morganii 1 1
P. rettgeri 3 3
P. aeruginosa 9 9
Pseudomonas sp. 1 1
X. maltophilia 2 2
Alcaligenes spp. 4 2 2
Flavobacterium sp. 1 1
sub total 36 33 (91.7%) 3
Total 61 55 (90.2 %) 6

*regardless of bacterial count
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Table 7. Strains* appearing after cefozopran treatment in
complicated UTI

Isolate No. of strains
E. faecium 4
P. cepacia 1
P. alcaligenes 1
X. maltophilia 1
A. radiobacter 1
GNF-GNR 1
sub total 9
Candida, YLO 5
Total 14

No. of patients in whom strains appeared

(25.5 %)
Total no. of patients evaluated

*regardless of bacterial count
YLO : yeast like organisms
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Basic and clinical studies of cefozopran in the urological field

Kazuhiro Hata, Toyohiko Watanabe, Tadasu Takenaka, Toshihide Hayashi,
Noriaki Ono, Hiromi Kumon and Hiroyuki Ohmori
Department of Urology, Okayama University
2-5-1 Shikata-cho, Okayama 700, Japan

Katsuyoshi Kondo
Department of Urology, Okayama Red Cross Hospital

Katsuichi Nanba
Department of Urology, Okayama City Hospital

Teruaki Akaeda
Department of Urology, Tsuyama Central Hospital

Nobuyuki Akazawa *
Department of Urology, Onomichi City Hospital
* Present address : Department of Urology, Okayama Saiseikai Hospital

Yasuhiro Katayama
Department of Urology, Tamano City Hospital

We studied the antibacterial activity and clinical efficacy of cefozopran (CZOP), a new cephalosporin
antibiotic, in the urological field.

1) Antibacterial activity : We measured MICs of CZOP against clinical isolates (206 strains of 14 species)
from urinary tract infections, and compared them with those of imipenem (IPM), ceftazidime (CAZ),
latamoxef, and cefoperazone.

In general, the antibacterial activities of CZOP were almost equal to those of CAZ but superior to those
of other control cephems, and slightly inferior to those of IPM.

2) Clinical efficacy : According to the criteria of the Japanese UTI Committee, the overall clinical
efficacy rate was 78.7 % (37/47) for chronic complicated UTL.

Bacteriologically, 41 of 47 strains (87.2 %) were eradicated. As regards 2 cases of acute bacterial
prostatitis, overall clinical efficacy was moderate and strains were eradicated in both cases.

3) Side effects: No clinical side effects were observed. Concerning laboratory findings, transient eleva-
tion of GOT and GPT were noted in two cases, eosinophilia in one case and a transient elevation of s-Cr in
one case.



