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Table 1 Clinical summary of uncomplicated UTI patients treated with CS-807
Treatment Bacteriuria % Evaluation sid
i . . »* . ide-
Pa:ent Age| Sex |Diagnosis| Dose |Duration|Symptom ™ | Pyuria Species Count MIC_ Ul b effects
° (gX/day)| (days) pe (ug/ml) -
: 6
1 |8|F| Aauc | oaxz| 3 4 L bt £ Moderate| Good | -
oli 5
2 || F| AUC | 0.1x2 3 ﬁ f Ecol — —12— 9-20 | Excellent | Excellent| -~
nli 5
3 |[37| F| AUC 0.1x2 3 ﬂ t Ecoli — —lg— 0.20 Excellent | Excellent -
# # E.coli 107 0.39 -
Enterococcus sp.| 10°
4 57| F AUC 0.1x2 3 - S.epidermidis 10° Moderate| Good [diarrhea
P.aeruginosa 10°
E.coli 10°
+ 3 J .
s |18|F| auc | oax2| 3 * (B | =& | Moderate| Good | -
& + E.coli 10°
6 |66 F| AUC 0.1x2 3 E.coli 108 0.39 |Excellent | Excellent -
- = - 7
; 5
7 |3|F| Auc | 0ax2| 4 # L —lﬁ— 0.39 Excellent| -
: 3
8 [38|F| AuC | 0.ax2| 3 # t |Ecoli 10 Good -
- - S.aureus 10°
— "
9 |s|F| AuC | 0.1x2| 5 * W | Bmirabilis —l;i— 20.05 Excellent| -
+ + — —
10 (21| F AUC 0.1x2 7 m 7 — e Poor -
: 6
u |28|F| AUC |0.05x3| 3 # * | Bkl 13 0-20 | gxcellent | Excellent| —
+ + - /
1% — -
12 |30 F AUC 0.1x2 3 — T Lactobacilles sp.| 10° Good
B |28|M] Gu | oaxz2| s # * | Mgonorrhoese | 10° Good -
: - + - %
; 5
4 |25(F AUC 0.2x2 3 i t Ecol — % Excellent | Excellent -
; 6
15 [26|F| AUC | o.2x2| 3 * | Bl 1g 9-20 | Excellent |Excellent| -
: t]
6 [36|F| AUC | 0.2x2| 3 s | Ecoli % 9-20 |Excellent |Excellent| —
+ " E.coli 107 0.20
17 |64 | F AUC 0.2%x2 3 E.coli 10° Moderate | Excellent -
= = Enterococcus sp.| 10°
; 6
8 |5 |F| AUC | 0.2x2| 3 a Bt 10 03 | Excellent | Excellent| -
s R 7
19 (37| F| AUC | 0.2x2| 4 i | Bmirabili 12 Excellent| —
+ + E.coli 10° 0.20
20 (38| F 22X -
AUC 0.2X2 3 — — S epidermidis 0 Excellent
; 6
2 16| F| AUC | o.2x2| 5 # ¥ | Bk 10| _om Fair -
- # - /
- + E.coli 108 0.39
2 |713|F 22X " -
AUC 0.2X2 5 — — S e 107 Excellent
# + E.coli 107 0.10
23 |47|F .05% —_— —
AUC | 0.05%2 3 — — E fuecals 108 Excellent | Excellent
# + E.coli 10°
24 (66| F| A .05%2 3 -
A UC |0.05 — — Unknown 107 Excellent
- + K. pneumoniae 10* 0.10 .
5 |6B8|M| A .05%2 3 — -
uc 0.5 - - Unknown <10° Fair

AUC : Acute uncomplicated cystitis
GU': Gonorrheal urethritis

CCC : Chronic complicated cystitis
BPH : Benign prostatic hypertrophy
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Table 2 Clinical y of complicated UTI patients treated with CS-807
Catheter| UTI Treatment Bacteriuria ¢ Evaluation
patient Diagnosis r ] " Side
Age|Sex| ————— Dose | Duration| Symptom ™ | Pyuria MIC
No. Uuderlying condition | (route) |group i Count 10° effects
(gx/day)| (days) Species wgm'”| U | Dr
CCcC - + | Ecoli 10’ 0.10
—_— . x — —_— - —_— MM s
% |8IM Neurogenic bladder G4 | 0.1x2 5 - t | Paenginosa 10 | > 100 Fair
Enterococcus wp. 10
CCP - + P.mirabrlis 10| 0.0
e . 11X _— | — j ~——— | Excellent | Excellent| -
z|0M Neurogenic bladder 3| 01xz 5 - ~ | Aanitrats ¢
- /
ccp _ ' Paenginosa 100 | > 100
8 |69 F W G3 | 0.1x2 5 - | S.epidermidis E_ Poor Poor
. renal stone Paerginoa | ST
CCC + + | Sepdermidis 10*
® [s3|M o oaxz | 7 = T = > Good
ccC - + - /
——— e . x —_ —_— ——
0 |6 M o 01x2 | 5 - " - v Pour
CCC + + - /
A6 |M 0.1x2 | 5 " " - v Poor
ccc - + | Sepidermids | 10
2 |B(M o 01xz | 10 — | S 7 Poor
CCcC - + - /
—_— . x B —_— -
Ble|M Prostatic cancer 0.1x2 19 - + | Enterococcis sp. 10 Four
CCP - + | Ecoli 10 0.10
|B|F Rt. renal stone 0.1x2 5 - + - / Foor
+ t | Sepidermidis | 10 [ > 100
ccc Sepidermidis 100 | > 100 |
B |64 M BPH 0.1x2 5 + B . 10 Fair
Corynebacteriom sp.| 10°
Group B 10
CCC - +
¥ |10|F W 0.1x2 5 e — Smﬂocoti‘lssp. 170’_ Good
v |leo|F|l—P G3|o2x2| 5 — | 2 |Paneinem 2200 | e | Far | -
Lt. renal stone - ~ | Paeruginosa 10
oo _ . |Ecoh 0| o0®
B [(B|M T G6 | 0.2x2 5 —— | — | a-Streptococcus _10‘_ Excellent | Excellent| -
- /
CCC + + E.coli 10° 0.39
39 |6|M BPH, Bladder stone G4 | 0.2x2 5 — ry — 7 Moderate | Excellent
ooc + + | Corebacteriom sp.| 10
4018 | M | BPH, Newogenic biadder chjope) s ¥ ¥ . 7 Moderate| Gond Aohbac
CCC + - + P.murabilis 10° 0.10
a4 s BPH, Neurogenic bladder | urethra Gl ] 02x2 5 - + - _/— Moderate) - Good
CCP + E.coli 107 0.2
_ | ——] G- _ —_— te -
2|5 F Rt. renal stone G3 | 02x2 5 - + | Ecoli 10 Moderate | Good
Smarcescens 10° 12.5
CCP + C freundsi 108 .3
T ) 2X B _ oderate -
8 e M BT. post ileal conduct G6 | 0.2x2 5 - + | Paerginoss i > 100 M Good
- /
CCP _ + _ V;
4 |B|F Bil. VUR 0.2X2 5 —_— e — 7 Good
Neurogenic bladder
cc - Bl - £
6|5 |M Lt. renal stone 0.2x2 5 - + - / Good
Enterococcus sp. | 10°
CCP - + | a-Streptococcus 10° ;
_— X | I |atrepfococos | F -
6 |3%\M Rt. renal stone 02x2 3 - + | Enterococcus sp. | 10° o
a-Streptococcus | 10°
Before treatment

After  treatment
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Table 2 Clinical summary of complicated UTI patients treated with CS-807

Diagnosis Treatment Bacteriuria % Evaluation .
. Catrete| UTL [———mf ¥ | paria® - Side:
ing condition | (route) | group ation i ¢ 10 UTI | D |effects
No. Underlying condition (gX/day)| (days) Species Coun g/l
ccC + + - /
RS .. — 12X _— | — = Good
a |n(M BPH 0.2x2 15 3 " - v
oo + + | Sepidermidis 1 .
6 |80|M—p—— 0.2x2 | 5 T T = > Fair
Poretigeri 10" | $0.05
ocC - - | Smarcescens 10°
—_— - —— [N b, P —
o 8M Prostatic cancer 0.2x2 5 - + | Smarcescens 10¢ oo
Urethral stricture S.epidermidis 10°
CoCcC + + | S.epidermidis 10°
> | - T L | endermids ) 2 P -
0 |B|M BPH 0.2X2 5 ¥ T — ~ 'oor
Corynebacterium sp.| 10°
ocC + t | S.epidermidis 10
- | - 12X _ _ Good -
51 [78[M BPH 0.2x2 | 5 = = | Burnns .| 10
- /
o _ 1. i ,
5 | 57| M| Rt renal stone - 0.2x2 4 — || Good -
Rt. hydronephrosis
. Before treatment
After treatment
Table 3 Overall clinical efficacy of CS-807 in acute uncomplicated cystitis
0.05, 0.1, 0.2g X2/day, 3 day's treatment
Symptoms Resolved Improved Persisted Effect on
Pyuria Cleared |Decreased| Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged bacteriuria
Eliminated 9 2 11 (84.6%)
. .| Decreased
Bacteriuria (Replaced) 1 1 (7.7%)
Unchanged 1 1 (7.7%)
Effect on pain on
Lo 13 (100%
micturition ( ) 0 (0%) 0 (0%) Patient total
Effect on pyuria 11 (84.6%) 2 (15.4%) 0 (0%) B
D Excellent 9 (69.2%)
Overall effectiveness rate
D Moderate 4 (30.8%)
1313 (100%)
D Poor (including Failure)

II. # R

BYEHMMEBERE A 24Bch D> UTI SRRIEHEREN o # S
T3 ONT, Z2DRAEKIR . Table 317
Lo 13802309 B (69.2%), B%h4 BITRAER
EI2100%ThH o1z,

UTI SRR o Ha LR » B2 S 2400 E
BEHEORRIIEHI66], BER6H, ©PER 15,
N1 PICEREIL. 7% TH 0T, FREKE TESY

LHIEL: 1 FliEHT & b ICEREIITED L\ 5t
5% b BHER, BROUEEBDRHHIEFITH -
72

BIEREMRER D 1P FFURSEHIRE S s,
RO AET RS Tl DB L HEL 72,

BRI E 278 UTI SR i@ &+
3108 onT, ZDREEERRIR% Table 4 IZ/RL
120 10BUhER 2 51 (209%), B%h6 B, X2 HITR
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Table 4 Overall clinical efficacy of CS-807 in complicated UTI

0.1, 0.2gX2/day, 5 day's treatment

Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 2 1 4 7 (70%)
Decreased 0 (0%)
Replaced 1 1 (10%)
Unchanged 1 1 2 (20%)
Efficacy on pyuria 3 (30%) (20%) 5 (50%) P“"';; total
IZI Excellent 2 (20%)

Overall effectiveness rate
Ij Moderate (60%)
8/10 (80%)

E Poor tincluding Failure)

Table 5 Overall clinical efficacy of CS-807 classified by type of infection

G No. of [Pemm] Excellent|Moderate| P Sf;era‘l‘
roup patients L of total xcellent ate| Poor ectiveness
rate
1 st group (Catheter indwelt) 1 (10%) 0 1 0 100%
2 nd group (Post prostatectomy) 0 (0%) 0 0 0
Monomicrobial|; y ooup (Upper UTD) 4 (40%) 1 1 2 50%
infection
4 th group (Lower UTI) 3 (30%) 0 3 0 100%
Sub-total 8 (80%) 1 5 2 75%
5 th group (Catheter indwelt) 0 (0%) 0 0 0
Polymicrobial .
. . 6 th group (No catheter indwelt) 2 (20%) 1 1 0 50%
infection
Sub-total 2 (20%) 1 1 0 50%
Total 10 (100%) 2 6 2 80%
BEEIE80% TH o1z, IR Uz S0 2FldvTh b 3BHCRL, BAI

UTI RXEHEESEE LRV 1T & A2 2750
EHREHEDORKRIZER 3B, AR1E, PPEYS
B, #h 8 PICREBEIFES1.9% Th oz,

1 B200mgit 58 L 400mgB SR DO LD 12 HFEEH
DESEFRCHT TRE LS, UTI SRRt
RICHET % bOH 200l GRETIXD L, YHERD
A TD dose response DHBREHIZHF R 572,

RERIEEERE S L VHAIRAEZE % Table 5

BAPET 2MEBERAT, P. aeruginosa DRHE
nNrbOThHol,

At BRI RS 10 2 MR PR & SRR
% Table 61T Uiz, MHBEABIR TIXEEEAO
SEEITRT E. coli T, 2D b 1FDIHHALL
WEHI193.3% TCh o7z, BIEEHIEIR Enterococ-
cus spS 21k, S. epidermidis 1 ¥, P. aeruginoss
1#;, E. faecalis 1%CH o7z, BB MIC LHE



voL. 36 S—1

CHEMOTHERAPY

749

Table 6 Bacteriological response to CS-807
in acute uncomplicated cystitis

Isolates No. of strains | Eradicated (%) Persisted

E.coli 15 14 (93.3%) 1

Strains appearing after CS-807 treatment in acute
uncomplicated cystitis

FRBROBFR % Table 7i1ZRL 1,
PR PRI MRRMIE 1233 5 P TRR L KK ik
HIRMHH % Table 8 (Z/RL7:, HIEFMRIREAS L
MW 12 E. coli 4 ¥k, P.aeruginosa 3 ¥k, P. mir-
abilis 28k, S. epidermidis, Enterococcus sp., A.
anitratus, Corynebacterium sp., a-Streptococcus, S.
marcescens, C. freundii & 1¥T E. coli D 18, P.

eolates No. of strains aeruginosa O 2 BEOBTER L 720 RIS P. aeruginosa i3
® 3Bk 2 BROSTEREL, % DI 33. 3% LIED 5 7,
Enterococcus sp. 2 (40%) K& HIR W2 P. aeruginosa 1 kTH o1, MR
— D MIC L MEFHBIROBF% Table 917RL 72
Sepidermids e EXHBAORIPERT & Table 10iR L7e, THI%E 161,
reorginon A CRA 7 7 5 % 1 GIRR BIERFEAI3 5214 2 Hlo
4% TH oz, MEFRICHEFURSK TR, FRIIEL,
E faecalis 1 (20%) BEEREETH T,
Total 5 (00%) MRRREEDOERIC DOV Tk L H2 b D% Table 11
ota
WRLTz, 2BIFFIC L % L Bbh2 REE~NOER %
Table 7 Relationship between MIC and eliminated bacteria in CS-807 treatment of uncomplicated UTI
MIC (ug/ml) (inoculum size 10°cells/ml) N
Isolates d ot Total
£0.39| 0.78 | 1.56 | 3.12 | 6.25 | 125 | 25 | s0 | 100 | >100| "
E.coli 11/12 / s/ / / / / 7/ / / 4/4 14/15
11/12 4/4 14/15
T e 7L o | e
Table 8 Bacteriological response to CS-807 in complicated UTI Strains appearing after CS-807 treatment in
complicated UTI
Isolates No. of strains | Eradicated(%) | Persisted -
Isolate No. of strains
E.coli 4 3 (75%) 1 *)
P.aeruginosa 1 (100%)
S.epidermidis 1 1 (100%) 0
P.aeruginosa 3 1 (33%) 2
; Bizpolz,
 mirabili %
mirabilis 2 2 (100%) 0 m % =
Enterococcus sp. 1 1 (100%) 0 4EID CS-807TDMRETRRINR I B EBEMEBERE A 12
7, O,
— ) Com | o 2V UTIRHSEER TR, 100%, &
BEHE 2R 226, 91.7%DEMETH D, HiE
Corynebacterium sp. 1 1 (100%) 0 M ERBEBIAE T1d UTI EZNFHEHEHE 106 8 B,
a-Streptococcus 1 1 (100%) 0 80001 3‘3%&*’.]%?27@][’] 14@11 51 . 900'05 2 7Co
SMEEMMERERER O UTI SE3RHEERE CHIERTRET
S marcescens ! 1 (oo%) 0 BT BIZ 2T E. coli i k3 b OTHHEIN%T
Cfreundii 1 1 (100%) 0 bolze £ TE. coli 2FEKL T 2 BMEHMMREER
Tota o 5 @ X RIEDIGHICIIATHERAT, 1H2ERS WS RAL
o
DAYy FOEDZHDLEZ b, THEURISBESE
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Table 9 Relationship between MIC and bacteriological response to CS-807 treatment of complicated UTI

MIC (ug/ml) Inoculum size 10° cells/ml Not
Isolates done Total
50.39| 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 100 | >100
E.coli 3/4 3/4
S.epidermidis 1/1 171
P.aeruginosa 1/3 1/3
P.mirabilis 2/2 2/2
Enterococcus sp. 1/1 1/1
A.anitratus 1 1/1
Corynebacterium sp. 1/1 1/1
a-Streptococcus 1/1 1/1
S.marcescens 1/1 1/1
C.freundii 1/1 1/1
Total 5/6 1/1 1/1 1/3 5/5 | 13/16
(83%) (100%) (100%) (33%) |(100%)] (81%)
Table 10 Incidence of clinical adverse reactions
No. of adverse reactions Relation to the drug
Reaction Severity 1 initel
Total | Definite | Probable | Possible | Fropably | Definitely
w4+ (%) not not
Diarrhea 1 1(2%) 1
Aphthae 1 1(2%) 1
0 2 0 0 0
Total No. of patients | Lotal No-of adverse | | |} i)
reactions 2 0
evaluated
52 Total No. of patients 2 (4%) ** 2 (4%) ** 0 % **
with adverse reactions
No. of patients with adverse reactions X100 - Total No. of patients with adverse reactions X100
Total No. of patients evaluated Total No. of patients evaluated

# : Severity of adverse reaction necessitated to discontinuation
4 : Treatment for adverse reaction was necessary
+ : Treatment for adverse reaction was unnecessary

TiX P. aeruginosa DFEIFIHEL S, UTIFEREHH otz
HA X BIBNL 2B L b P. aeruginosa iZ & BE BUED = & b & AHKId R, B0 L
BIChHotz, FRIDFEANRY MV EEX S EXLEE TERATH2 L Ebihis,
rwZttBbihil,
EWERZEEO THI L QAT 75 % 15501
b5, SRS TRICIIBIRL, 7, FFEERE
k521 L Boh 2 BRBAEEORHLA® I 15162
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Table 11 Changes in laboratory test
Total Aggravation (Relation to the drug)
Item Not;. Ofts Unchanged | Improved
en .
::aluated Definite Probable Possible | Subtotal rl::)bnbly nD:tfmitely Subtotal
9 0 0 9 0
RBC (100%) (0%) (0%) (100%) (0%)
9 0 0 9 0
Hb. (100%) (0%) 0%) (100%) (0%)
9 0 0 9 0
Ht (100%) 0%) (%) (100%) (0%)
9 0 1 1 6 2
WEC | (100%) (0%) % | 6% (22%)
5 0 0 5 0
Baso (100%) (0%) 0% | (100%) (0%)
X 5 0 0 4 1
Bosino 1 (100%) (0%) (0%) (88%) (12%)
be. 5 0 0 5 0
Sta (100%) (0%) ©% | (100%) (0%)
5 0 0 2 3
Segs. (100%) (0%) (0%) (25%) (75%)
Lymoh 5 0 0 2 3
YmPRo 1 (100%) (0%) (0%) (25%) (75%)
Mono 5 0 0 5 0
“ | 00%) (0%) ©% | (100%) (0%)
5 0 1 1 4 0
Pts. (100%) (0%) @% | ©% (0%)
9 0 1 7 1
SCOT | (100%) (0%) ! ww | 1% (1%)
9 0 1 9 0
SCPT 1 (100%) (0%) ! M%) | (89%) (0%)
ALP 9 0 0 8 0
(100%) (0%) (0%) (100%) (0%)
6 0 1 1 4 1
LDH (100%) (0%) (17%) (66%) (17%)
6 0 0 5 1
YGTP | oo%) (0%) %) (82%) (17%)
9 0 0 8 1
B
UN (100%) (0%) (0%) (89%) (11%)
9 0 0 8 1
SCr
(100%) (0%) (0%) (89%) (11%)
Na 7 0 0 7 0
(100%) (0%) (0%) (100%) (0%)
K 7 0 0 7 0
(100%) (0%) (0%) (100%) (0%)
a 7 0 0 7 0
(100%) (0%) (0%) (100%) (0%)
No. of patients
with aggravated

laboratory test

results
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X [ (CFIX) D B Ik #¥ {fi. Chemotherapy 33(S-6) :
1) KB IE®, fit: UTI 32 Ml % ¥, (% 3 fR) 588~605, 1985
Chemotherapy 34 : 408~441, 1986 4) MEEHE, fb: BRBEKICH T3 T-25880%
2) BIBEHFCEREFERE, FE VRV VLI B & B K 89 M B, Chemotherapy 34(S-2) :
CS-807, &M, 1987 645~655, 1986

3) MEHE, fb: WRBRFEL B S Cefixime

CS-807 IN UROLOGICAL INFECTIONS

KAzuakl NisHIZAWA, JUN WATANABE, AIICHIRO MASUDA, MOTOAKI TANAKA,
NoBORU NAKAJIMA, HIDESHI MIYAKITA, MIKI SHIRAMIZU, YOJI KATSUOKA,
HipecHiKA KINOSHITA and NoBUuO KAWAMURA
Department of Urology, School of Medicine Tokai University, Isehara
TosHiFuMl KawasHIMA and KEISHI OKADA
Urology, Tokai University Oiso Hospital, Oiso, Kanagawa
KaTtsumi TANIKAWA, KAZUuO MATSUSHITA and MASAAKI OHKOSHI
Urology, Tokai University Tokyo Hospital, Tokyo

CS-807 is characterized by a broad antibacterial spectrum, covering gram-positive and -negative bacteria,
and stability to #-lactamases.

We used this compound in the treatment of 52 patients with urinary tract infection(UT]I) to investigate the
drug’s efficacy, safety, and usefulness.

CS-807 was administered to 24 patients with acute uncomplicated cystitis, 1 with gonorrheal urethritis and
27 with complicated UTIL

Efficacy was generally evaluated according to the criteria of the Japanese UTI Committee.

In cases of acute uncomplicated cystitis, efficacy was rated as excellent in eight cases and moderate in four,
the efficacy rate being 100%.

In cases of chronic complicated UTI, efficacy was excellent in 2, moderate in 6 and poor in 2 cases, the
efficacy rate being 80%. All these cases met the Japanese UTI criteria.

Of 52 treated cases, side-effects were noted in two, 1 each of diarrhea and formation of aphthae in the oral
cavity. Abnormal clinical laboratory data due to CS-807 were not observed in any of the cases.

In view of the above results, we consider CS-807 to be a useful compound for the treatment of urinary tract
infections.



