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Fig. 1 Chemical structure of CS-807
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B SB U RS RRERE X D R LRF L8
Staphylococcus  epidermidis  23%%, Enterococcus
faecalis 40%k, Escherichia coli 54%k, Citrobacter
freundii 10k, Serratia marcescens 22 ¥k,
Pseudomonas aeruginosa 2748k, Neisseria gonorr-
hoeae 46% (5 ® penicillinase producing N. gonorr-
hoeae ; PPNG 6 k) TH 2, XA N.  gonorr-
hoeae %< 6 HRETIZ CEX, CCL 8 & U'T-2525%
Bulets, N. gonorrhoeae \=xtL Tiz PCG, TG,
SPCM %#Fi\v>7c, FBRENS/NFEETELWE (MIC) i3
AR SR > THIE L 7o, AT
2 L-broth¥#%, MIC flIiEiZ i Mueller-Hinton #K
#23t1 (MH . Difco) % AV #RXE D B AER 13 10° cfu/ml
LTz, kBWED MIC DRIEIZ10% ™ ~ MmkEsIn
GC 1t %R L 7- ARAIRE TfTVy, EREERIZ10°
cfu/ml& U, 37C,488FH0—Y /1ZMkic L -7z,
WE D B-lactamase {EMED HSE I Cephalosporin
87/312(Glaxo) /A L - EEHEEOEEIB L U3
T REMUREDOEENC L DT, ZD2kE bICK
HERLI-#k% S-lactamase IEHEM L LTz,
2, ERREET
198646 1 A5 5108 & T EERAWRERIS L U
MAUEBHRE 2 R2 L - S ERMEED R 2201, 84
BB R 11815 X USRS 25 20801 241 % £
Bl Ihom ) AR R DR R 9
BlosBEEREEE, 2 LA TH -7,
RO SR L 5L, StERMMEEED AT L
Tid 1[EI50mgdh % v 2i2100mg% 1 H 2 [58] 3 AR, 8t
MUBERE A o L Tid, 1[EI100mgd 5 v >13200mg% 1
H2E5 B, WEERER AL Tid 1 E200mg% 1
H2E2~7 HROBREEFRIE Lz, REGRSIE N
THRIOHER, SHEREMEBEBAERS & U
MUEBEBEAESNCEIL Tk UTIFgRS s X 2 UTI
PRAGEAESE 3ARICHE L TITVS, bt THRENE
biTo 7, WEMRERAEFIDBIRIIRDYIES, WE
DHREF—EL, ZDE»EtEAR L L CHIRS
BIMER, [RER S 7, FENWY, REER GRS,
PROEREFERY) DRI Uiz, FIRPEMER, B &
UREA 3 71382 4005, 1000fSOEMIC L DD S
nagmikys 1 1T LES 4, 10~29E% 3, 5
~9fB%2, 1~4f8%1, 0fE% 0 LEEBRLI, HiE
BBtk L, EfERATROSEREL:bDEE
Bi(excellent), Wiz L 153, BEEEAIRT RIS
2REREL 2V b D%ER (good), HHID > bFE
IHTRAET B b DEPPER (fair), WEHEL

2otz b D %R (poor) & LTz,
I, % »n

1, MREromet

ZWDO MIC Lt EORMEF%E % Fig. 2~9ITRL
7:o R-3763i3 S. epidermidis iz xt L, CCL, T
-2525£1312A%, CEX &0 1 BREENHE%
WU TeHs 5S8R (21.7%) DR ETMERE 2 BB /2 (Fig. 2 )
—7 E. faecalis \=XtL TMUOREOH L7 7o AR Y
CHI LR E OB P07 (Fig.3). 77 L&
YW TIX, E. coli oL TEENIT-2525cbL 18
BENENZLEL L ODMERD CEX, CCLLY 3
~5 BEENIHEN B L Tz (Fig.4).

LU S. marcescens & C. freundii .= ¥t L Tk
CEX, CCL X W HEENT 3B DD T-25251CxF L
Tid 2~ 4 BHUE 113850 - 7z (Fig. 5, 6),

% 7: P. aeruginosa WXL Tix E. faecalis [Gk¥ ~_T
DEFIDIZEALHEN 2B S ko7 (Fig. 7). —
7} N. gonorrhoeae \Zxt L T3 £H#k1.56ug/mIAT &
RIFRHENTHD, PPNG 6 BRICHL TH0.05ug/

Fig. 2 Sensitivity distribution of clinical isolate
S.epidermidis (23 strains) 106cfu/ml
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Fig. 3 Sensitivity distribution of clinical isolate
E.faecalis (40 strains) 108cfu/ml
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Fig. 4 Sensitivity distribution of clinical isolate

E.coli (54 strains) 108cfu/ml
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Fig. 5 Sensitivity distribution of clinical isolate
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Fig. 6 Sensitivity distribution of clinical isolate
C.freundii (10 strains) 106cfu/ml
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Fig. 7 Sensitivity distribution of clinical isolate
P.aeruginosa (27 strains) 10%cfu/ml
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Table 1 Clinical summary of acute simple cystitis treated with CS-807
Treatment Bacteriuria Evaluation .
Case ) . . Side-
No. Age | Sex | Diagnosis Dose ) D:rati(;n Symptom | Pyuria s count T o effec
(mg X times days
1 | @ | F| asc s0x2* 3 s . E.coli 1| Moderate | Good | -
2 | 52| F ASC. 50%2 3 t f E'igli 1_(37 Excellent | Excellent | -
3 || F | AsC 502 3 s ul Ecoli 10" | Excellent | Excellent | -
¢ |59 | F | asc | soxe 3 s ul E.coli 10" | Excellent | Excellent | -
5 |3 | F | ASC 1002 3 * * E.coli 10" | Eycellent | Excellent | -
6|4 | F| AscC 50x2 3 L ul E.coli 107 | Excellent | Excellent | -
7|3 | F| AscC 50X2 3 s hs E.col 19 | Excellent | Good | -
8 65 F ASC. 502 3 i f E'iali 1_07 Excellent | Excellent -
9 | % | F| AscC 50%2 3 * * E.coli 17 | Excellent | Excellent | -
0|4 | F | AsC 50x2 3 s ﬁ E.col 19 | Moderate | Good | -
1|2 | F | ASC 502 3 s i E.col 1| Excellent | Excellent | —
2|52 | F | AsC 50x2 3 * s E.colt 1° | Excellent | Excellent | -
3|6 | F | Asc 502 3 : 1’ E.col 1| Moderate | Excellent | -
+ + E.coli 10
14 56 F ASC. 50%2 3 — — y-Streptococcus — Excellent | Excellent -
15|85 | F| ASC 1002 3 s * E.coli 107 | Excellent | Excellent | -
6 |46 | F | ASC 50%2 3 s * | Sepidermidis | 10° | g eltent | Excellent | —
176 | M | ASC 50X2 3 hs f E.col 1 Good | —
8| 7| F | Asc 502 3 * * E.col 1 Excellent | —
. + -Streptococcus 108
9|2 | F | AsC 502 3 - — S.epidermidis | —— Fair -
w |4 | F| AsC 502 2 as = | 2Streptococeus| _10° Unknown | —
2| 8| F | ASC 50x2 2 hs : E.col 1 Good | -
2| 7| F | Asc 100%2 3 * * E.col 1 Good | -

* Acute simple cystitis
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Table 2 Overall clinical efficacy of CS-807 in acute simple cystitis
Symptoms Resolved Improved Persisted 5
Efficacy on
Pyuria Cleared |Decreased| Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged bacteriuria
Eliminated 13 1 2 16 (100%)
Bacteriuria Decreased
€ (Replaced)
Unchanged
Efficacy on pain on
urination 16 (100%) Case total
Efficacy on pyuria 13 (81.3%) 1 (6.3%) 2 (12.5%) B
E Excellent 13 (81.3%)
Overall effectiveness rate
E Moderate 3 (18.8%)

1~

16/16 (100%)

DB R EIR E. coli 158, S. epidermidis 1
¥k, y-Streptococcus 1 R TH ot b3, £THARES
X nBREE Iz (Table 3), %7 UTIERFHEX
H(E IR L DHESTARETH o7 6 Bl ZDHT:
2P0 ERERNRHIEIC & B L, EX4B, BR6 5,
206216, T 1M TENEIZ10%TH o7,

SRR BERE 2 (T U TRLIBICE AL S s h
720 Tabledic # DEF—KER LI, CNH6D5 B
UTI Esraia s (3 3 hR) i & D FHEiosAIRE T H -
72 9 BIDREEEREIR % Table5iZRL 1225, 2 Bl
ROIERALH S Stz b DOLPHIERIIFFR L /2720,
2P REBMEOR) LI BRTH-T. I
SISV R BIRIEREAIC ST D &, F1EL
Bl, BABAD, BB LECHLZ2HTHL:
(Table6), @MEBTHEMEREDE RAEFIC 3 5 A H DR
251 Table iR T L, 1R RESH, S
B TERHSHA Lo 05k 2 10BRDSEERE L, BREERI3AL.
2% THo1,

BB MERE R 200 DiEF—% % Table8icRL
120 RHRO¥IEIR, FHOBFRT, K53 HEHER
108, 2HB¥EL8H, 4 BEHES2HTH 1,
B4 5], EE06, AR 6 ITERIEIX100%T
Ho7z(Table 9) ZHNSDEMDHT, 77397
FA uizk D, C. trachomatis #RET & 1AERIH 2
BIED STz, DS HELABRETE LERIST,
C. trachomatis b¥ki L, AHIZ C. trachomatis iZ¥t
LTREITH -7

3.8l fF H

SEAF %85 L5308 BtERRHERS X
UBERREERE 2D 20> o T,

m. * =

Norfloxacin LA < Lttt s hizvb® % new
quinolone i3, ZDBLEVLHER~Z v LB
B0 2 BB RHERIIC B 2R TRDbOL
L7:8bH %, LL, Enoxacin & Fenbufen Dff
R & 0 ERSSRET 5 AEEsH 5 L7, RIS

Table 3 Bacteriological response of CS-807 in acute simple cystitis

No. of Eradicated Strains appearing
1 .
Isolates strains (%) Persisted after treatment
E.coli 15 15
S.epidermidis 1 1
y-Streptococcus 1 1
Total 17 17 (100%)
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Table 4 Clinicat summary of complicated UTI treated with CS-807
. ; Treatment Bacteriuria Evaluation
Diagnosis s UTI - Side
No. | Sex | Age atheter Dose  |Duration| fYuria
i effect
Underlying condition group (mg Xtimes) | (days) Species Count| UTI Dr
cec ¥ | pamginea |
.C.C. _ x . -
1| M| 67 Blad. tumor G-6 100%2 5 Servatia - Poor| Poor
# . 10
P.aeruginosa
# S.epidermidis 10¢
C.CC. S.epidermidis
_ . x —
2| M6l Blad. tumor G4 100x2 5 # | Pseudomonas spp.| 10 Poor|  Poor
Candida
C.CC. # Serratia 108
3| M |69 Blad. tumor + G-1 100x2 5 m Servalia 10 Poor| Poor
C.CC. # (=) /
+ x | 7 -
4 | M| 69 Blad. tamor 7/ 100%2 5 m = V2 Unknown
C.CC. (=) E.faecalis 10°
—_— - X / —
5 (M| 63 Blad. tumor / 100%2 5 = - ~ Unknown
P.mirabilis
C.CC. # C.freundii 10°
— . X —
6 | F |8 Blad. tumor G-6 100%2 5 E faccalis Poor| Poor
# E.faecalis 10*
C.CC. + P.aeruginosa 10°
_ x _
7| M|66 T —— G4 | 100%2 5 || g |Poer|  Poor
CCC. # Serratia 10°
B M0 Blad. tumor G4 1002 5 m Servatia 0° Poor| Poor
E. faecalis
CCC. # Morganella 107
—_— + -
S M5 Prostatic Ca. G5 100x2 5 Enterobacter Poor|  Poor
- Enterobacter 10°
Enterobacter
.C.C. - 4+ 5
10 ( M| 48 ﬁ G-4 200X2 5 S.marcescens 10 Poor| Poor -
: + Enterobacter 10’
K.pneumoniae
cce + Pseudomonas spp| 10°
11| M| 69 m + G-5 200%3 5 Enterococcus Poor| Good -
’ _ Enterococcus 105
A.faecalis

ROZSMIESHIZINTRVAESHZZ L, S5
RNRADRE SRR W Z LY, 8—F 7% AHI
HARIREM O S ORI DSV, —F, BERMFSER
BRLoIROR f—F 7 7 273, BBE, v5F
TRRESNS, Wb 3EHS T LRHEREC I
NRSL, EEMIND—2& % /2 £ 5 compromised
host %t & U 7- HFIEBHE 0 L T3 A AtEost
RTERVONERTH 2, ZhoDHREL SEOM

PEFIZ BT new quinolone % 2 W 3BTRS 3
HRE 7 x AT 2TE N2 E T 208 -5
75 LARIOHBELBHFE N, TRIZGZ 3R LEE
FKO027%, T-2588%, cefuroxime axetil'®, LT
SED CS-807H5Fa s v, ZOHFAK bk
W22 >72,

ZZTHE, bhvbiud : FHEEEIRSTE LT, UK
ET1985F D 5 1986512 017 TIRBS SRR SYE R E &
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Table 5 Overall clinical efficacy of CS-807 in complicated UTI
o Pyucia Cleared Decreased Unchanged Eiﬁcac.y on
Bacteriuria bacteriuria
Eliminated
Decreased
Replaced
Unchanged 2 7 9 (100%)
Efficacy on pyuria 2 (22.2%) 7 (77.8%) C‘“‘g“"‘"
B Excellent 0 (0%)
Overall effectiveness rate
|:| Moderate 0 (0%)
0/9 (0%)
] -
Table 6 Overall clinical efficacy of CS-807 classified by type of infection in complicated UTI
No. of [Percent Overall
Group { ] Excellent | Moderate | Poor | effectiveness
cases of total rate
1st group (Catheter indwelt) 1 (11.1%) 1 0%
2nd group (Post prostatectomy)
Single
3rd group (Upper UTI)
infection
4th group (Lower UTI) 4 (44.4%) 4 0%
Sub total 5 (55.6%) 5 0%
5th group (Catheter indwelt) 2 (22.2%) 2 0%
Mixed
6th group (No catheter indwelt) 2 (22.2%) 2 0%
infection
Sub total 4 (44.4%) 4 0%
Total 9 ( 100%) 9 0%
Table 7 Bacteriological response of CS-807 in complicated UTI D 538 UG L 87 KEK bR 5 bR 7RI
. No. of , _ T AN ERE L Tze £ ORERAFNL SERBLES
Isolated organism . Eradicated Persisted -
strains Bt DEAKE L e 5 KBE L PPNG 2 &UHEK
S.epidermidis 1 1 BEEROBOR L 7 x 2HITH 5 CEX, CCLIZHA
E faecalis 2 @ 1 1 BNl ENEE LY, BRE, RS, ELTe7
Enterococcus 1 () 1 F7TENT 2HE N1 CEX, CCLAKEVHOT
K. pneumoniae 1 (1) 1 Hotz,
P.mirabilis 1 1 BRI 13 STEIAAHE S DORR & 12 - 1= RN SRR
Morganella 1 1 EDS B, Bt MM 226 200HER (1 kP
Enterobacter 2 @ 2 SEY, 1GIETY), PPNG RS 3 P& uHE
C freundii 1 1 MBS 20012 13 MR CRE TR EKER TH oI
Servatia ) 1 3 BIONENRER TR L TIE, ZhE Thhbh#E
Paeruginosa 2w 2 LT &7 new quinolone#|® % \» i cefuroxime
Poewdomonas spp. | 1 (1) 1 axetil OWBEHRER R T 5 HEE £ Ak gL
Total 17 (13) 7 10 LOTH3 u)xz)ls)u)o

() : No. of mixed infection

2B, SERE LI HEMRERERD S b 2510
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Table 8 Clinical summary of gonococcal infections treated with CS-807
] Treatment -
Age Day of | N.gonorrhoeae C trach Urethral | PMNL | WBC | Clinical evaluation | prg | gide
i is| : . trachomatis
Ne. ) Diagnost 0 Iiotse ) D(l:lratu))n observation| (8-lactamase) discharge|in smear|in VBi Dr STD estimate| effect
mg Xtimes) | (days
I 0 +(@ - # ¢ | 4
1]21] GCU. | 200X2 7 3 - - - 4 3 Good | Good | Good | (-)
7 - - - 0 0 Excellent| Good
] 0 +(©) - # 4 | 4 ~
2 |24| GCU. | 200%x2 3 3 _ + — 1 2 Good Excellent| Good =)
0 +(©) - # 4 4 _
3|%| GCU. | 200x2 | 3 ¢ - - - 1 2 | % |gycelient| Good |7
0 + (@) - + 4 4
4|22| GCU. | 200x2 7 2 - - - 2 2 Good | Good | Good | (—)
7 - - 1 0 Excellent| Good
0 +(©) - + 4 3 ) _
s|s|ceu. | o0x2 | 3 3 - - + | 3 | 3 | | Rair | Good |7
0 +(©) - # 4 4
% —
6(39| GCU. | 200x2 2 5 _ B - ) . Good | i | Good |
0 +(©) - + 4 3
UL X -
7|%2|GCU. | 200x2 2 ) M _ M » 2 | oo | ool oed |
0 +(©) - # 4 3 _
8|27| GCU. | 200x2 2 2 M " " ) o | Good | ol oed |
0 +(®) - + 4 4
« _
9|3|ccu | 200x2 | 2 ) M _ _ 1 g |Bxeellent) g celient| Good | 7
0 +(©) - + 4 4
C.U. X -
10|39 GCU. 200%2 3 4 _ _ N ) 0 Excellent Excellent| Good (=)
0 +(®) - # 4 4
1 .C.U. X -
%|GCU. | 200x2 | 3 2 M " " ) o | Good | o e )
0 +(©) - # 4 4
12|44 | GCU. | 200x2 6 3 - - - 4 1 Good Good | Good | (=)
6 - - - 1 2 Excellent| Good
0 +(N.T) - + 4 4
13125 GC.U. | 200x2 7 2 - - + 3 3 Fair Fair Good | (—)
7 - - - 1 1 Excellent| Good
0 +(©®) - + 4 4 .
1439 GCU. X -
2002 2 2 - - + 4 3 | P | Rair | Good | )
0 +(®) - + 4 4
15/20 GCU. | 200x2 6 2 - - + 2 1 Fair Fair Good | (—)
6 - - + 2 1 Fair Good
0 +(®) - + 4 4
16/49| GCU. | 200x2 3 -
3 - - - 3 1| % | Good | Good |7
0 +(N.T) - + 4 4
1739 GCU. | 200%x2 B
3 3 - - - 2 1| | Good | Good |7
0 +(©) + # 4 4
200%2
18|24 | GCU. 7 3 - + + 3 1 Fair Fair Good | (=)
7 - + + 2 1 Fair Good
0 + (@) - + 4 4
19|28 | G.CU. 200X2 3 -
3 - - - 3 2 | %9 | Good | Good |
0 +(©) . + 4 4
2037 GCU. | 200% 3 ' -
00x2 3 - - + 4 1 Fair Fair Good =)
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Table 9 Overall clinical efficacy of CS-807 in G.C. U.

Drug Good P
00 oor
estimate Overall
effectiveness
Clinical
Excellent| Good Fair Poor rate

evaluation

Cases 4 10 6 0 20/20 (100 %)

C. trachomatis RAEREHEII D13, ZhoDd
b, EF 2 135K T hOERIHE 2 TIEERRHE
ROPBERXDOVWTRRNTE Lol EIERI8IZ
C. trachomatis TR L AHIIWE D A BRI TH -
AR ¥ Y (A
—7, SN S I 2 ER%IE, UTI¥
RFHIE R TR 2RI, TRENETIR 1 AR,
100N E WHIRRTH D, PETREFRTII -
72o Lp LATEDNR & 72 - 7o ARPEBTMETEBEDE R AEFNIL,
NPl #DR 0D AL TEMER - BRREL T3
BRI HE->TE Y, SHRRBEREAD D\ IATIIRE
K & O RYIRER = BB L 3 2 SRR R
E2EH, LORIFTERNEMA 3 LENHE EERS
(AN
MBI Tid, 2FatHEHER L BERREE
REs@oony, tEkoRO€7 » LKL ARE L E
Zohiz,
X 13
1) FEBEAXCFEREFES
CS-807, &, 1987
2) BFRLFEREFS B REHEILRE (MIC) &
EEHHETIC D T, Chemotherapy 29 : 76-79,
1981
3) LENNOX,ES, : Transduction of linked genetic
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CS-807 IN GENITOURINARY TRACT INFECTIONS

HirosHI KivoTa, SHoICHI ONODERA, HIR0O Suzuki, KoicHi KIsHIMOTO,

HirokAzU GOTO, SHIGENORI TAKAMIZAWA, KATSUHISA ENDO, MASATAKA UEDA and TOYOHEI MACHIDA
Department of Urology, The Jikei University, School of Medicine, Tokyo (Director : T. MACHIDA)
TAKEJIROU OKAZAKI
Department of Urology, Tokyo Metropolitan Taito Hospital, Tokyo

As a basic study, the antibacterial activity of R-3763 against clinical isolates of S. epidermidis, E. faecalis,
E. coli, S. marcescens, C. freundii, P. aeruginosa and N. gonorrhoeae was examined and the clinical efficacy
of CS-807 was evaluated in 53 cases of genitourinary tract infections.

1) Antibacterial activities.

Antibacterial activities of R-3763 against 23 strains of S. epidermidis, 40 of E. faecalis, 54 of E. coli, 10 of
C. freundii, 22 of S. marcescens, 27 of P. aeruginosa and 46 of N. gonorrhoeae were examined. MIC,,s were
0.39g/ml against E. coli, 0.78ug/ml against N. gonorrhoeae and more than 100ug/ml against S. epidermidss,
E. faecalis, C. freundii, S. marcescens and P. aeruginosa.

2) Clinical results

CS-807 was administered to 22 patients with acute simple cystitis for 3 days at a daily dose of 100mg or 200
ng, to 11 patients with chronic complicated cystitis for 5 days at a daily dose of 200mg or 400mg, and to 20 male
patients with male gonococcal urethritis for 2-7 days at a daily dose of 400mg, principally.

The overall effectiveness rate was 100% in simple cystitis and 0% in chronic complicated cystitis according
to the “criteria of the Japanese UTI committee”.

The clinical efficacy rate in male gonococcal urethritis was 100% ,excellent in 4 cases, good in 10 and fair
in 6.

No noteworthy side-effect was observed in any of these cases.



