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Fig. 1 Chemical structure of CS-807 and R-3763
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Table I Clinical summary of acute uncomplicated cystitis treated with CS-807 (1)
Treatment Bacteriuria® Evaluation
Case o ’ . . ‘e Side
no. | Age | Sex | Diagosis Dose | Duration Symplom* | Pyuria Species Count | MIC:10/m UTI Dr effects Remarks
(mg /day) | (days) P (/ml) | Gag/ml)
+# # E.coli 10° 0.20
1 64 F | AUC | 100x2 3 —_— Excellent | Excellent | —
+ + E.coli 10* 0.39
2 58 F | AUC | 100x2 3 _ Excellent | Excellent -
# # E.coli 10° 0.10 )
3 39 | F | AUC | 100x2 3 Excellent | Excellent | -
# # E.coli 10% 0.20
4 57 F | AUC 100X 2 3 —_— Excellent | Excellent -
+ #+ E.coli 10° 0.20
5 48 F AUC | 100x2 3 Excellent | Excellent -
+ # E.coli 10° 0.20
6 27 F | AUC | 100x2 3 Excellent | Excellent -
+ # E.coli 10° 0.39
7 34 F AUC 100X 2 3 —_— Excellent | Excellent -
+ # E.coli 10° 0.39
8 37 F AUC 100X 2 3 Excellent | Excellent -
+ # E.coli 10° 0.39
9 31 F AUC 100X 2 3 Excellent | Excellent -
# # E.coli 10° 0.20
10 60 F AUC 100x 2 3 Excellent -
# # E.coli 10° =0.05
11 75 F AUC 100%x 2 3 Excellent -
- # E.coli 10* 0.20
12 61 F AUC 100%2 3 Excellent -
# # E.coli 10° 0.20
13 70 F AUC 100x 2 3 Excellent -
+ # E.coli 10° 0.39
14 21 F | AUC 100X 2 3 Excellent | Excellent -
# # E.cloacae 10° 1.56
15 41 F | AUC 100x2 3 Excellent | Excellent -
+ # Sepidermidis | 10° 0.78
16 48 F AUC 100X 2 3 Excellent | Excellent -
+ + S.epidermidss 10° 0.78
17 | 53 | F | AUC | 100x2 3 Excellent | Excellent | —
+ + E.coli 106 =0.05
18 71 F AUC 100Xx2 3 Excellent -
+ # E.coli 10° 0.20
19 76 F | AUC | 100%x2 3 Excellent -
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Table 1 Clinical summary of acute uncomplicated cystitis treated with CS-807(2)

Treatment Bacteriuria® Evaluation
Side
Case : . B ine Remark:
o, | Age | Sex | Diagnasis | 5 | gy | SYmetom” | Pyuria Soecies | CoUt | MCIOYmI| by | effects |
(mgX/day) | (days) P (/mb) | Gag/m)
+ # E.coli 10% 0.20
20 | 6 | F | AUC | 100x2 3 _— Excellent | Excellent -
# # E.coli 10° 0.20
21|61 | F [ AUC | 100x2 3 —_ Excellent | Excellent -
# + P.mirabilis | 10° 0.10
2 | 32| F | AUC | 100x2 3 Excellent | Excellent -
+ + Shemolytics | 10°
23|65 | F | AUC | 100x2 3 — | Excellent | Excellent -
# # E.coli 108 0.20
24 |7 | F | AUC | 100X2 3 Excellent -
+ # E.coli 10° 0.39
25 | 47| F [ AUC | 100%2 3 Excellent | Excellent -
+ # Septdermidis | 10° 0.39
26 | 62 | F | AUC 100X 2 3 Excellent | Excellent -
+ # C.freundii | 10° 0.78
27 | 49| F | AUC 100X 2 3 Excellent | Excellent -
3 + # E.coli 10° 0.10
28 | 55 | F | AUC | 100%X2 @ Moderate | Excellent -
+ # C.freundii | 107 1.56
29 [ 68 | F | AUC 100x 2 3 Excellent | Excellent -
3 + + E.coli 10°
30 | 4| F | AUC | 100x2 . — | Excellent | Excellent -
# + E.coli 10*
31 [ 57 | F | AUC | 100x2 3 Excellent | Excellent -
3 + # P.rettigeri | 10° <0.05
32 | 7| F | AUC | 100x2 @ _— Excellent -
3 + + -
33 | 64 F | AUC 100x 2 o _— Excellent -
. Before treatment
After treatment
3. PHRYIEEAE . B K B #
UTI REI-HERHE (55 3 R) I BE T 2ERTIRAE 1. BMEEREMERER 4
ERCGEHIE L 208, FRFC BA0ER, MR, M5 BB X 33D ERFR & % Table 112RL
RO#EBH S, £, R, COBR, ), HIEREE 720 EHREHE T L2BIERTH o1z, UTIHHEE
D 5 BFEFHEC & 2 EHEIE OHIE b TTo 72 RSB 722450 Ti, ERI23F), B 1BITE

RERESI TR, EEER  RESPOBIE, BEEIZ100%TH -7z (Table 2),
BOMBAENBRL T EBELEET 7% 2. (SRR Y
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Table 2 Overall clinical efficacy of CS-807 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted
Effect on
Pyuria Cleared |Decreased | Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged bacteriuria
Eliminated 23 1 24 (100%)
Bacteriuri Decreased
acteriuria (Replaced)
Unchanged
Effect on pain on 24 (100%) (% (% ,
micturition Patient total
Effect on pyuria 23 (95.8%) 1 (4.2%) (%
D Excellent 23 (95.8%)
Overall efficacy rate
D Moderate 1 (4.2%)
24/24 (100%)
: Poor (including Failure)
1S M RIS TERIYE 56/ D EREREI % Table 34C 5. BWER

mUTe, EHREHETIIEM266], G146, H
2h4 6, BB TCEMEIITI% TH 1z, UTI E%h
T HEIC S BL 74460 TI1X, E%h226Y, B8 ),
BB TREFZEIL68% TH o7 (Table 4), &
BIFEHAORESHKRZNRIZ, 52 B50%, & 38
50%, %4 B¥87%, 55 B29%, H 6 H60%TH o7
(Table 5 ),

3. AMEMMBIERAL L UREL

SAMEMNEEE AL L URELDEKKREY
Table 6 iZ7RL 72, BEHMMBELERD 26358
BicHIE L8, BEERHEEL, BREK, SR
RLUEREHEIEH TH o RERD 460id N,
gonorrhoeae (IR, SN, C. trachomatis DRFIZ
ToTwvys, 28I BREROMEK L Rl w+h
DHIEDHEMA STz, 5 BEDFEEHE R FRES
WHIRDEMERSSHSE LTz 2 B3 S, L7 25z
BRLHIES NI,

4, HEFHmRET

UTI E4EHERAESBBPIOMEF4%R % Table 7,
Table 8, Table 9ZRL 7z, RMEBEMMEBENA Tt
2URETHNHE L3, ZD S 168k E. coli ThH -
7z (Table 7). SMEHEMEMIRIEBLSE Tld 648k 4 78R
DIHEL, BHKERITI%TH-o7(Table 8), &5
HHIRE I 6 FRE1KLSTZD S /s, E. faecalis, P.
aeruginosa H3%m -7z (Table 9),

BHER XGPSR IRRESED 1 ] (Case no.81)
I 235388 St b8, MU S BET X XEWERIZ
mipoti, AFIC & ERREBOREEEL 151637
HoNeh o1,

m, # =

CS-807i3 kD EO € 7 7o A XY »FICEED
C. freundii, E. cloacae, S. marcescens 72 Ei\IxLTH
@I %2RL, B-lactamase ICEH TEEL SNTH
3Y, 4@, bbb RIEEEE O REEBSEE R
LAKIRES L, BHRERLEWERIC DL TREL,

B EMERERE 4 338 L C, 1[E100mg, 1H2
E, 3AMHEE LTI, FREUESSPICER
EMFEINT, &7, UTIEREHMELRECHE L HE
BV T b 10%BDBREERRIE SN, FCERES
96% L BN T\ 1z, BAED S bEFANSHELDL
E. coli \2x$3 2% MIC 132 T4%0.396g/ml AT T, #
Bz D08 S, epidermidis, C. freundii THIEW
MIC TH -7 &k, 1H2EHRSCEHOWEREIES
N2 en o, AMEMREN AN 2 AFIOERMYE
BFEATHMmCET 2 b L Bbhi,

18 MR M PRBR R 566112 30t 9 % EIRERHE T
BHHET1%, UTIERHURERESBL 1 4B TIEED
E50%, BEEBES% LTy RIFTH, &
2, UTIHRERERITIE, ROERDS» 1B AR
T87%, VEBITIxH B b5 6 BET60% & RIFR IR
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Table 4 Overall clinical efficacy of CS-807 in complicated UTI
Pyuria Cleared Decreased Unchanged Effect i
Bacteriuria crease 2! ect on bacteriuria
Eliminated 22 4 3 29 (66%)
Decreased 1 1 (2%)
Replaced 1 1 (2%)
Unchanged 1 3 9 13 (30%)
Effect on pyuria 23 (52%) 8 (18%) 13 (30%) Patient total
l:_l Excellent 22 (50%)
Overall efficacy rate
I:' Moderate 8
30/44 (68%)
: Poor (including Failure) 14

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

No. of Overall
Group " (Percent) | Excellent { Moderate Poor efficacy
patients rate
1 st group(Catheter indwelt) ( %) %
2 nd group (Post prostatectomy) 2( 5%) 1 1 50%
Monomicrobial
X . 3 rd group{Upper UTI) 2( 5%) 1 1 50%
infection
4 th group(Lower UTI) 23( 52%) 15 5 3 87%
Sub total 27( 61%) 16 6 5 81%
5th group(Catheter indwelt) 7( 16%) 2 5 29%
Polymicrobial
infection 6 th group(Catheter not indwelt) 10( 23%) 6 4 60%
Sub total 17( 39%) 6 2 9 47%
Total 44(100%) 22 8 14 68%
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Table 6 Clinical summary of acute uncomplicated pyelonephritis and urethritis treated with CS.807

B Treatment Bacteriuria® Evaluation
Side-
Case : ; . e Remark
No. Age | Sex \Diagnosis | poco | Duration Symptom” | Pyuria Species Count | MIC:10%ml uTl Dr effects [0
(mgX/day) | (days) P (/ml) | (ug/mi)
+ # E.coli 10° 0.39
9 | 26 | F |AUP. | 200x2 5 Excellent -
+ + E.coli 10
91 | 61 | F |AUP.| 100x2 5 _— Excellent -
+ # Sepidermidis | 10° 0.10
92 | 21 | M |Urethritis| 200%2 5 Excellent -
+ # E.coli 10° 0.10
93 | 49 | M |Urethritis| 200X2 5 A —_— Moderate -
+ # Streplococcus sp. | 108 <0.05
94 | 48 | M |Urethritis| 2002 5 N Moderate -
+ + Streplococeus sp. | 10° 0.78
95 [ 55 | M |Urethritis| 200X2 5 Excellent -

Before treatment
—_

After treatment

Table 7 Bacteriological response to CS-807
in acute uncomplicated cystitis

Isolates No. of strains | Eradicated (%) | Persisted*
E.coli 16 16 (100%)
S.epidermidis 3 3(100%)
C.freundii 2 2(100%)
S. haemolyticus 1 1(100%)
E.cloacae 1 1(100%)
P.mirabilis 1 1(100%)
Total 24 24(100%)

* Persisted : Regardless of bacterial count

BRONT, BRERPEET8I%, HT—T WIEEE
BTI6% L BOREENECH o105, MBERLE
T, 47%, H7—7 VEBERETIZ29% L BREHE
TLTwl, 20REE LT, SEEBLBEOES 9 B
TR SR I AFOHENDOKRIE 2\ E.
Jaecalis b P. aeruginosa 5&ENT W22 &, £7-,
AT—7 VEBBOES 5 Btk 1611 P. aeruginosa
3B E. faecalis SRS T T2 2 EDHEIET = &
Jo

WML RIS BRIE COMBRINRE S 5 &,

E. faecalis T38%, P. aeruginosa T 0% & BiELE
MBS, BEEHIRETY E. faecalis & P. aer-
uginosa BWEED64% % 58 in vitro DFRE & —HL
Tl BUHMMBEBL L RERERDFILELE
TIX100%DEIENE STz, bbb OERSIZY
B, BMBEMUEBLZBROERER E. coli 3%
Z &, FAElx N. gonorrhoeae \=xt L T b BN HIE
NEFETZI L6, ThoDRBICNL THEDMEL
BFCEZbDEEZ SN,
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Table 8 Bacteriological response to CS-807 in complicated UTI

Table 9 Strains appearing after CS-807
treatment in complicated UT]

Isolate No. of strain | Eradicated (%) | Persisted®
E faecalis 13 5( 38%) 8 Isolate No. of strains(%)
Streptococcus sp. 1 1(100%) E. faecalis 4( 36%)
S.epidermidis 2 2(100%) Paenginosa 3( 27%)
S.aurens 2 2(100%) £ aerogenes -
S.simulans 1 1(100%)
Staphylococcus sp. 1 1(100%) A Jaccalls 10 %)

Sub-total 20 12( 60%) 8 GNF-GNR 10 9%)
E.coli 16 15( 94%) 1 C.albicans 1 9%)
K. pneumoniae 3 3(100%) Total 11(100%)
K.oxytoca 3 3(100%)
P.mirabilis 3 3(100%)
P.retigeri 1 1(100%) LUEDBIIZFRE: R0 ATOLEESORB
M.morganii 2 2(100%) L BTV,
E.aerogenes 1 1(100%) EWERIZ 1 BIICHaiE T 3388 S e ds, EREERID
E.cloacae 2 1( 50%) 1 BRAT 1 BEICIRIHA LAFIORBER S 1L RIBETH - 12,
C.freundii 1 ( 0%) 1 FHe SRl BRPRAREL % BT USRS L BT ERITI3,
P.aeruginosa 4 ( 0%) 4 AFC L 2 LBbn s ZELRIZ 1FLED S
P.putida 1 1(100%) A
S marcescens 1 ( 0%) 1 PAEOBET L D CS-807i3 BrE MM RIS RS, B
Acinetobacter sp. 2 2(100%) PEERBRRIYE i3 0 7 — 7 VIR BV TR
Flavobacterium sp. 1 ( 0%) 1 HTH5 LBbhI,
GNF-GNR 3 3(100%) X L

S ” pra— 3 1) BIBEBXCEREFZLRLS, FES VRV TAIL,

Total 64 47( 73%) 17 CS-807, 1987, S

* Persisted : Regardless of bacterial count

2) UTI#RS (R% . KBIEXK) : UTI R F M
# (F 3 ). Chemotherapy 34 ; 409-441, 1986,
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CS-807 IN UROLOGY

Susumu KaGgawa, Kenzo UEMA and KAazuo KUROKAWA
Department of Urology, Tokushima University, School of Medicine, Tokushima (Director : Prof. KAzuo KUROKAWA)
AKIO IMAGAWA
Department of Urology, Takamatsu Red Cross Hospital, Takamatsu
Nosuo FujiMurA

Fujimura Urological Clinic

We used CS-807 in the treatment of urinary tract infections to investigate its clinical efficacy and safety.
The subjects were : 33 patients with acute uncomplicated cystitis, 2 with acute uncomplicated pyelonephritis,
56 with chronic complicated urinary tract infections, 4 with urethritis.

The following results were obtained.

1) Clinical efficacy in acute uncomplicated cystitis, applying the Japanese UTI Committee’s “Criteria for
Evaluation of Drug Efficacy in UTI” was: excellent in 23 patients, moderate in one patient ; the overall
clinical efficacy rate being 100%. In 44 patients with chronic complicated urinary tract infections : excellent
in 22 patients, moderate in 8 patients, poor in 14 ; the overall efficacy rate being 68%.

2) Bacteriologically, 24 out of 24 strains(100%) were eradicated in acute uncomplicated cystitis and 47 of
67 strains(73%) in chronic complicated urinary tract infections.

3) The results of assessment by the doctor in change were : excellent in 2 patients with acute uncomplicat-
ed pyelonephritis, and excellent and moderate in 2 patients each with urethritis.

4) As to side-effects, heartburn was observed in one patient, but no abnormal laboratory findings.



