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P.aeruginosa, S.marcescens \ZB O TIIHANCLLLETENTIZWIA, 1ZEAYTENZ
NS Tz,
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ABRAEATERE 5 B3R & U CHYE LRI AREHATIC TRINIBR %48 L 72 25%1200mg
RO 54 2 BB ORI ARBAENRE120.60+10. 17ug/g, TMELIZ0.68+0.14%7R L1z,
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TR T3 1 Bl &, BB UTI TR1661TH - 12, A O STERNR I3 EXN TR
12 E.coli 13k L, BSBHEREIIFRO k>, BBEDREHREIIERN 45, BE76,
BEER69% ThH -1z, REREFIERIEIZ 1 H200mg H58T50% (2/4), 1 B400mg &58T
5% (Y12) TH-ot:, HEFIRIRIIREETS% (12/16) T, REHEHBEEIZ 2K TH -7,
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MEE T R-3763¢ L TRIL & 1, HETER % RiE
T35, B A7 bvid, B-lactamase ICEETH 5
F, REROEOALT7 70AK) » RERDHE

F1% %8 L T\ Enterobacter, indole (+) Pro-
teus, Serratia ENEBIZ bIEHEBELTVWAEE
b Twah,
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~ Figl Chemical stracture of CS-807 and R-3763
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1. MR AHE

UTIBE L D3R, RELT 7 ABMELEE,
75 LM 1618k, 5H180kkIC D V> T CS-807D B/IN
EEMEILRE (MIC) % BR{LFEREESMEELIC
EUTERPREREC L > THEL? EHEER
¥10¢cells/ml T, #2#hi3 Modified Mueller Hinton
Agar (=v A1) #H, 768 T cephalexin
(CEX), cefadroxil (CDX), cefaclor (CCL),
ampicillin (ABPC) OB 2 RIE L, &HF L&
BREfLl, &8, AIRLZZ &S cERZDH DT
MEERIRE L, BERTHRIAFAVLERITHE
EHERT 28, R-37630D NalETH % R-3746& L
THREAEREL 12,

2. ®#R

77 LWBYHED S b S. epidermidis 108 TIZEHFiZ
ABPCilEL, W1 ~2FREL->TV3HDD,
D cephem REH L D HELHBHERL, 20
MICs,i30.78ug/ml T - 7= (Fig.2), E.faecalis
ik, 9EREDRVLB DD, #D cephem HIEH L[
RICHIE 1285 <, £812.5ug/mI L &R
(Fig.3), 75 LBAMED 5 b E. coli 284k TI3AH|
D MICs,120.39g/ml, MICyoi20.78ug/ml & i
KHLEBRLAE AR, MEE DO AL,
St REHENS (Fig. 4). K. pneumoniae20
®TH, RFOHEHIZ E. coli DB L AR, #
Rl LB 2R L, %O MICs,i30. lug/
ml, MICgi20.39ug/ml TH o7z, L LEHS,
4 % 1225ug/ml B £ @ MIC % 7= L 72 (Fig.5),

Fig.2 Sensitivity distribution of clinical isolate
S. epidermidis 10 strains 10° cfu/ml
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Fig.3 Sensitivity distribution of clinical isolate
E.faecalis 9 strains 108 cfu/ml
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Fig.4 Sensitivity distributionof clinical isolate
E.coli 28 strains 10% cfu/m!
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Fig.5 Sensitivity distribution of clinical isolate
K.pneumoniae 20 strains 108 cfu/ml

Fig.8 Sensitivity distribution of clinical isolate
P.mirabilis 20 strains 10® cfu/ml
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Fig.6 Sensitivity distribution of clinical isolate
Enterobacter sp.19 strains 10° cfu/cfu/ml

Fig.9 Sensitivity distribution of clinical isolate
P.vulgaris 10 strains 108cfu/ml
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Fig.7 Sensitivity distribution of clinical isolate
Citrobacter sp. 19 strains 105 cfu/ml

Fig.10 Sensitivity distribution of clinical isolate
M.morganii 10 strains 10 cfu/ml
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Entrobacter sp.TRAFiZMhEC L L THE /2 &
nTH N, 198k 7 BkH31.56ug/ml LAT D MIC &7R
L7: (Fig.6). Citrobacter sp.iZ $\>T b I th
FlizHEE L £ OFE I ER T 2251980 5 511
e i325ug/ml LA £ D MIC %2 7R L 72 (Fig. 7). P.
mirabilis, P.vulgaris Tl3fENCLLUEA S o i@ 0
8D, TRENRD MICsi30.1ug/ml, 0.2ug/ml,
MICyold # L FH12.5ug/ml, 1.56ug/ml THo 12
(Fig. 8, 9)o M. morganii T Enterobacter,
Citrobacter D& £ FIRRIZfhFICEL L BN IINE S
ZRUIZ DO, 108k 5 #D MIC £%0.78,g/ml Li
FThaDRL, KD D 58D MIC 136.254g/ml
UETH-72 (Fig.10). S. marcescens TldHiEIz b
LBIFRFENERLE DD, 19BRF138kIZ50ug
/ml ;A L@ MIC %27~ 7z (Fig.11) , P. aeruginosa 16
BTROWINOBERILTHENRREALR DO IR
otz (Fig.12),
II. RIARABARIZTT
1. WREAE
MRIFBIRIEAERSE 5 61T, £%200mg Z=HE
BEOHREL, 26EEZICIE LRI
THIZBRE M L7, RV —E I TTE L 2K
PR, RELEEMLSHIRICYIR2ED, —20°C
CRELEBEAECH L, BERIE L P retiger
IFO 3850 # BREH & ¥ % bioassay 2 TIT o 72,42
¥R S5 ICERIKICIX 1% PBS (pH6.0) 28
v, BEEEEIL6 X10°%fu/ml THIEL 72,
2. BR
BIZBREEABE B L U MEEE X Table 1 127~
T&Ii, 2N ZFN0.60+0.17ug/g (mean=*S.
E), 0.87+0.20ug/ml R L, SMiFELIZ0.68+
0.14%, HEWRIFLZBITHEERLIZ,
I. R R
1. WREFE
¥t®i3 Table2, Table3 2R3 & 51z, UTI21
BT, RERINFII AN EMEREN L 37, BitE
BEUTIISBITH - 12, 1@HEEHMEN UTI OERK
BUSHHRRMERED 5 B, ATIZARIEAIE 5 I, LERER
BER3IB, 20Ms5BITH-7, BEHKIZ, &
HRMMERERE % D& IXAFFIL00mg % 1 B 2 [E#
5, 85H UTIoga13 1 [E1100mg 72V 2L 200mg 1
H2EE L, ®#EHMIZ 4~ 7 BETH -1, 3
RYTII T HEHIE B & U UTI FERFHEELE (55 3
W) ICHEC THT > 120 BIFERIC DV TI21512 51

1001
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Fig.11 Sensitivity distribution of clinical isolate
S.marcescens 19 strains 10¢ cfu/ml
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Fig.12 Sensitivity distribution of clinical isolate
P.aeruginosa 16 strains 105 cfu/ml
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Table 1 Prostatic tissue and serum levels

of R-3763 2 hours after oral
administration at a dose of 200mg

Prostate

Case Serum (ug/2) P/S
(ug/mD | Rt. | Lt | Rt | Lt
1 1.29 034 | 2.01 | 026 | 156
2 1.37 0.65 | 0.57 | 0.47 | 0.42
3 0.53 022 | 022 | 042 | 042
4 0.43 0.20 0.24 0.47 0.56
5 0.71 0.80 | 0.76 1.13 1.07
Mean+SE|0.87+0.20| 0.60+0.17 0.68+0.14
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DEH - tEAERE, REETH - 2176ITIZ
MAkR, FFRERE, WMHE, M¥E4: (b2 ¥ OMKR
BEEOREOHEMEMRN L/

2. &R

1) BB B R

FHREHETIE, 2BIHERME, WRHELHL
EMEL, BREHES N, BRHEI0%BTH- I, &
055 UTI R GRS HBE 1 FITH- 1
v, IREEEOD E. coli i3k L, HLHES LT,
RE®IHAEIRED o1,

2) MHEMEUTI

EHREHETIE, ER4HF, BMTH, LB
181, 26T, HXX61% (11/18) THo1:,
205 5 UTI FERNFHMHE R & B 513 1661 T, R
REhR 1L Table 4 iR & 32, E¥AH, HRH7
B, |Rh5PFIT, BRIEEI% TH - fe, HIERICH
THRRITEKRIG (69%), B 1B (6%),
TE 4 61(25%) , IR IC X 3 % #hRIZIEH L 5 5 (31
%), HE1H (6%), TEI06] (63%) THY,
IRERIZN 4 2 R ISHBBAR IO T 2 BRI HE L %
EoTunilz,

1 B ERFIcA % &, Table5 IR T L 512, 1
H200mg R E5EETIIE 1B, B 1HIT, ERR
50% TH DXL, 1 H400mg &S5BETIZER 3
B, Brh6plT, BEB%E, 1 H400mg 58
DTS BRIFLEMMTH -2,

TRBIRAERERIDZIR % Table 6 12" 7 ., £FI#h
BRRTHOA T — T LVHEFBRITH > 18, B
FIFRIIARAT R RBREYE T50% (1/2), £&8 UTI T100
% (4/4), TEEUTI T60% (6/10) TH -1z,

HEFEHIZIR % Table 7 2R ¥, FFIBSHNICH
BN B 7 LR 28, 7T ABMHEL
HRET16tRTH D, 1285k03HKL L, BERS%TH >
7z E. faecalis 1%k, C.freundii 1 ¥k, P.aeruginosa
2ERDTESC L 7245, S. marcescens 1 BRIZBRE s h
AN

BE5% LB & L Tt Table 8 7R L 7z Strepto-
coccus sp. 1 ¥k, P. aeruginosa 1 BRH3EED 57z D&
Thotz,

3) EIEA

B - thEMNRIER B L UBERREMREEITD S
oz,

Side-effect

Good
Good
Good

Evaluation®*
TI

0)
Excellent

107
<10°
103

Count

Bacteriuria®

E. cloacae

E. coli
E. coli
C. freundii

Species
; Dr.’'s evaluation

* *x UTI ; Criteria of the UTI committee
Dr.

Pyuria®
+
+

Symptom®
+#
+

Duration
(days)
5
5
4
* before
after

Treatment

Table 2 Clinical summary of uncomplicated UTI patients treated with CS-807
dose
mg X day
100x 2
100 % 2
100x 2

Diagnosis
AUC.
AUC
AUC

Age
64
25
17

ex
F
F
F
A.U.C. ; Acute uncomplicated cystitis

Case
1
2
3
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Tabled4 Overall clinical efficay of CS-807 in complicated UT] Table 5 Daily dose and clinical
efficacy rate

Pyuria | jeared | Decreased | Unchanged Effect on

Bacteriuria bacteriuria b Excellent| Mod b -
ose | Excellent | Moderate oor vfhcacy
Elimnated | 4 || 1 6 11(69%)
o 2001 1259) | 1025%) | 2(50%) | ¥/
Decreased (%) mg/day g 5% 50% (50%)
Replaced H6%) A0 | 325%) | 6050%) | 3eso) | Y,
Unchanged 4(25%) 11/16

Total | 4(25%) | 7(44%) | 5(31%) | *"gds,)

Effecton | 5(319) | 1(6%) | 10(63%) | Cas¢ total
pyuria 16

Excellent 4(25%)
Overall
E Moderate 7(44%) efficacy rate

11/16(69%)
[:] Poor (or Failed) | 5(41%)

Table 6 Overall clinical efficacy of CS-807 classified by type of infection

No. of

cases Overall
Group (Percent Excellent | Moderate Poor efficacy
of total) rate
1st group(Catheter indwelt) ( %) %
2nd group(Post prostatectomy) | 2( 13%) 1 1 50%
Monomicrobial "o " > (Upper UTD) 4( 25%) 1 3 100%
infection
4th group(Lower UTI) 10( 62%) 3 3 4 60%
Total 16(100%) 4 7 5 69%
5th group(Catheter indwelt) ( %) %
Polymicrobial
o’ymlcro 2| 6th group(No catheter indwelt) ( %) %
infection
Total ( %) %
Total 16(100%) 4 7 5 69%

Table7 Bacterial response to CS-807 in complicated UTI

Isolate No. of strains Eradicated (%) Persisted*
S. epidermidis 1 1(100%)
E. faecalis 1 0( 0%) 1
E. coli 4 4(100%)
Enterobacter sp. 1 1(100%)
C. freundii 1 0( 0%) 1
P. mirabilis 2 2(100%)
P. vulgaris 2 2(100%)
M. morganii 1 1(100%)
S. marcescens 1 1(100%)
P. aeruginosa 2 0( 0%) 2
Total 16 12( 75%) 4

* Persisted . Regardless of bacterial count
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Table 8 Strains* appeared after CS-807
treatment in complicated UTI

Isolate No. of Strains
Streptococcus sp. 1( 50%)
P. aeruginosa 1( 50%)
Total 2(100%)

% ; Regardless of bacterial count

v, # ®

B-lactam RILEHIZ & 3 BRIE SR EOMMA
13, B-lactamase I & 2 ERIOTIEL, Fhic L b %
5RO TH B Z LIz TS & TH RV KEY
i3 nitrocefin disk, penicillin G disk, cefazolin disk
D 3 T8 disk 1= & D FREEBIVERHRED B-lactamase
EERERNL, REBREHREDTE.2%8 8-
lactamase BEEKR TCH o1t L MEL T3, ZDHRkZ
KT B-lactamase IC TEE R XD B-lactam
RUERTRENRLEBRDRIIARF LIV, Th
1wt UBGE &N i 5 %~ new quinolones D
EESITON, BEKOBTERAENS LIRS T
w3, Lal, —Mic, 245 new quinolones i3
BHERCKRIZTHENZEIfER L g-lactam R
ERICHLS L, REOERICHI > TRETOM
BEPRLTWE I LEEDRV, —F, B-lactam
FIEFNZ BV TH B-lactamase ICKEREL DI
FlppFE &, TOBEBRBRICOVWTLFHHEAT
W3, LHLEHS, FnoDKREH>ZEHFITH
D, RERKIT B-lactamase I EEREHFIZ D72\,
FHIBOAL7 70 ARY) CRERITHD, %
D¥EMIT B-lactamase KEETHD I &, BHUW
EXROZEOBEE7 7u AR Y RUEFSHAEN %
B L Tuwid-olz Enterobacter, Serratia, indole (+)
Proteus I bHEHBRATHWE I EVTHD, 20
BROEAESETEISNTH S,

SEOHEHORFTIRY 7 LBHEED S B S.
epidermidis T, 208k$188kD MIC 126.25ug/ml
MUTF &, ABPC 2B fthFhctbL, BOMEH 25
L, 9077 2BEE TR bR,
BNIHENERLIEOBHETRETHE I, @
IWRFIBRBEHC B BN RBETOEMMY UTI O
E07 4 BEDODBESAEI31983FE T E. coli 76.7%,

Proteus sp. 13.3%, Klebsiella sp. 3.3%, Sta-

phylococcus sp. 6.3%TH Y, AU ARBETDH
MMEUTLIC B D L0 4 BEOIMERE L E, coli
40.8%, P.aeruginosa 15.5%, E.faecalis 7.7%,
Klebsiella sp. 7.0%TH 5%, &72FED UTI %
0 p-lactamase EEMEIC OV TIRATFIDRE LT
VB, #)8 BILL ED#SS B-lactamase ¥ B4+ 2
# ML E. coli, indole (+) Proteus, Serratia sp.,
K. pneumoniae, Enterobacter sp., Citrobacter sp.
TH5,

Hutt UTI 0 X EFAEBE IR 5 KH0D MIC,, it
E.coli 0.39ug/ml, P.mirabilis 0.1ug/ml, K.
preumoniaze 0.1ug/ml, S. epidermidis 0.78ug/ml
&, RCHLULEBD THRWAENERLTED, &
#itE UTI i 81} 5 first choice DX L LTI
n3, —H BEH{UTIOFBEREZFDS> 5 P
aeruginosa, E. faecalis T3t L R AR I2IZ L
AEMBEBRRRTRES b7, L LS, M
morganii ¥, 100%7$ 8-lactamase E4A BT H 3¢
Entevobacter sp.«=x$ L T Gi, HER LRI RE L
TWw3HDD, Fbics 5 MIC, i EhZh0.39
ug/ml, 0.78ug/ml LhFIzH L BiF @ TH-
fro £72, ZFIOBEM#N UTICBI2BHOVLED
£ LT, S marcescens Cx¥ 3HRENMHIT 6N,
WE VBRI LOTOERAD MIC;01d3.13ug/ml &
RIFRRATH 2, BROBRHLIKICBLTIRE
D MICs,1350ug/ml TH D, TtERSSEELD T
Wico Lin Lz s s, 198kH 6 #RIC DL TR ED MIC
1312.5ug/ml AT TH Y, fiAlicH U RIFZBET
hoteZtREHENS, BREORFTICBEVLTYH,
S. marcescens SYEEBIL 1 Flhic 3 £ eip o fo s, AA
BREICIVHKRL TS,

FT I BREBRRAT I D L T IRAFI ORISR R
BEOXMELI20.68TH D, K2 b3 L12"CPZ D
0.30, CEPR 10.49, CBPZ ©0.33, %7, &k
A RORAL 7 70ARY VR TLrDOLATVE
DOHEHTH 2 cefuroxime axetil D0.379 & LLEL
TREFRFRETH-7: 2 L REE S h, MBI
BR# R L T b BRI ATRE R A D — D1 e B ATHERE
H 5,

BEPRZNRICBIL T i3, SMEEMtBERR Tt UTI
BB 1 PIBE o Tobs, EHTHY, ¥
Bt UTI T b 69% DERET & o 1o, MEFHIR
RE0ATYH, E coli, K.pneumoniae ixb5 5k,
Enterobacter sp., P.mirabilis, P.vulgaris, M.



voL 36 S—| CHEMOTHERAPY 8l

morganii iZMEL, & 51T S. marcescens b ¥
SnTW3, BICEG LD, A & Rk EHA

BiEEALHEN%2TRE 2\ E faecalis 1 ¥k, P. aer-

uginosa 2 BT 272, C. freundii (220 THFE|D
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CLINICAL AND BASIC STUDIES ON CS-807
IN THE UROLOGICAL FIELD

Mikiko KisHi, YosHITSUGU NAsu, MasAya Tsucawa, AKIHIRO MizuNo,
Hirom: KumoN and Hiroyuk: OHMORI
Department of Urology Medical School,
Okayama University, Okayama (Director: Prof. HOHMORI)
KarsuyosHi Konpo, ATsusHi KoNDO
Department of Urology, Okayama Red Cross Hospital, Okayama
KAatsuicHl NANBA
Department of Urology, Okayama City Hospital, Okayama
TERUAKI AKAEDA
Department of Urology, Tsuyama Central Hospital, Tsuyama

1) The antibacterial activity of R-3746, the active sodium solt of CS-807, against 180 strains isolated
from urinary tract infections was compared with those of cephalexin, cefadroxil, cefaclor and ampicillin.
R-3746 had stronger activity against S.epidermidis than the other cephalosporins, but weak activity
against E. faecalis, similar to the other cephalosporins. R-3746 showed far superior activity against E. coli,
K. pneumoniae, P. mirabilis and P. vulgaris. Its activity against M. morganii, Citrobacter and Enterobacter
was also stronger, but approximately half of these strains were resistant. Activity against P.aeruginosa
and S. marcescens was very weak, similar to the reference drugs.

2) The concentration of R-3763 in prostatic tissue 2 h after oral administration of 200 mg in five
patients with benign prostatic hyperplasia was 0.60+0.17xg/g, and the ratio of prostatic tissue levels to
serum levels was 0.68+0.14.

3) (CS-807 was administered orally to three patients with acute uncomplicated cystitis and 18 with
chronic complicated urinary tract infection at 200 mg or 400 mg b.i.d. for 4-7days. In acute uncomplicated
cystitis, only one case satisfied the criteria of Japanese UTI Comittee, and here the result was excellent.
In chronic complicated urinary tract infections, the overall efficacy rate was 69% (11/16), namely, 50%
for the cases treated with 200 mg/day and 75% for those with 400 mg/day. Bacteriologically, 12 out of
16 strains (75%) were eradicated, and 2 strains appeared after treatment. No side-effects or abnormal
laboratory findings were observed.



