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CS-807DEREEY, ERARETMRIY

FE F MR & KENE - KEFH(E - BaER
e « MARS - HWKRK - WHEE
RHERAFWSRARR

FLLBREN 27 70 ARY U RUTEWHE CS-807iD\W\T, HREHY, KRR £1T-72,

BREORES e L T RBREANBENE € 7L 2 v, L—CEX % 38E3KI L U TAKIOHE ) 25
Ll BEABL LT, MIAID MIC D% & D E. coli % 8UMERA L1z, TIERISHEH
At BEOETHLONLFRDS, MEOFMEC L D BEHS0%C £ TEEL S
TOR (Tso) 2IEEE U T 2 FIOREREIMGIER £ B L7z, L—CEX T3 T 5008 188 TH 2
DIZxtL, CS-807TIX2THFHITH Y, 1.5MSDRFEMEIFIERL 2,

BRRATRET & U Tid, SMEBUMEREDEA 4 BUicx L T50mgX 2 /day % 3 B, 1SMERTHEMERERE
RK2PB X IEMEHENEZE A 2 Aot L T100~200mgX 2 /day % 5~ 7 HEEOEBS5L,
ZOEREIR % UT] BEHEEME I > THIE L T2 70, BEIRS 29010 S BEIWERORE %
fTolce ZORER, JMEHMMEEAL 4 BT, 2PEHTHD, BRRIZI0%TH -7z, Ek
HRBSBGLE T, FRILB, BEI3 6, EX I BFICHERIZARTH -1 HESLHRIER A
2k, DEESNTZIZMED S H23MRONHEL, MEHEERIIT0%TH -7,

FHIEE290I0 5 b 1 GILBER 2D L d o7,

Db Z e oAFIL, Biity, BHMRBIYEICE» ORERER L E X s,

CS-807ix, =£EMA SR THE SN OB L 7 7 Fig. 1 Chemical structure of CS-807 and R-3763
oARY YHTHY, LEHEERIZ, Fig. 10T &L
ThBY, KRS T LY, B LR L X s G
RIMNIALREBL, ThETORLROBL7 70ARY v - COOCHOCOOCH(CHJ)z

RERBSHE N 2E L T\ Enterobacter, Serratia, CH:OCH:
indole(+) Proteus iz b BN RATE Y, &5, m/ “
BEMRHOMORE O L 7 7 0 AR Y »FIC L~IRE I T .
MLTHHB BTSN T B, F 72, B-lactamase NOCH’
KORER S, FERELKCOAENEEL TV
DHIHETH 5,

B3, FEOWT, RBRENBMKET LOERL R 3763
TERMORIE1TS L & biZ, BRI WRERIES COOH

B2 RERRE 2R e LT, WLRAHE L BIfER N CHIOCH:
MY 588251, \]]/ "
3 c —COHN
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I. NBELUFZE
1. ERSmct NOCH:
CS-80TnE ik 5 Es RT3 2 BRIT, SHESERI
ELTHIE L B 2 @S0ttt 7 7 L & o
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» M| (L—CEX) %8V, BBENBMKE 7V (Fig. . & "
2)eRV, FEOHENERNLL, 968, WRLk 1, Xpetomeyt
B RHASEOW AKX 1 ml/min, HERE L TOHEK Fig.3 13, WABEOADMES 0%, HEAEH full

MRz 1@/h, BRE L TOMERIZ20mIE Ui, # growth DIRMETOME £ 100% & L, 4658, HisH
BRBE L LT3, MMM RIS BYYERRD E.coli T FEAFEME A L 7ok, ARFINARGRDMFME L b
%D MIC D R{H % & D4k (CEX T6.25¢g/ml, simulate L7z FRFMEICL S & 5 AR AR
R-3746T0. 2ug/ml) £ BUMA L 72, BT T AAD A LIBROBEMOBEIATEN L MWE L L TR bDT
FEKIMBE 12, CS-807200mg, L—CEX 500mgcd PIARMF H3, CS-807Tiz, 4FRMGROTARSHLMAIAL
DINFMEE (FEHA) S simulate L 7-FRebME £ Ay & D, HEEHEYT S0, REIRMIETT2
Fo #5, L—CEX Ti, Ti4EHMREEL, MAKES3

MR ER I, TIEYMRSE RS EHAL B EBBL TH o, MEDETMALNS, Thit
T, BEDETHASNTHS, HIBOFHMICL B L—CEX DIRFMEDILL L1t ) s L Bbh
BED350%IC  TEME T 2 (B KM (Ty) 28R E L 3, MEDETHASNIBEmH»S, HMEOBEG L

THIEL 720 D MEEHI50% 2 % TEHE L 7-B¥ A & TORFE(TS,) i3,
2. EERHRET L—CEX T188, CS-807T27fIL, CS-80701y
BEFI604E 108 » & BEF1614E 2 A DRI BHERIKE RS 1. SFER D o 2,

(TERBRESRI 2 R L1/ RBE28E B L UABE 2. ESPRAK

BE 1 ZBENRITo 1. FBROWIRILAMEE TR 1) StEssiteBstx (Table 1)

&40, SHEMEEEEN L2305, SHEENREER BAEHSRE A5 &, 451k bICEEERORE,

2P TH B, FWIZ2IX~SBRDRAT, HBITI, HERORNYL, BROERLLASH, 2HEHT

BEHI13A, EHI6ATH -7, 1 BRE5RIZ, Bt Hotze

MBS TIE 1 [E50mgx 1 B 2B G- Y R%), 38 HEEMRE 25k, E. coli 3%, C. freundsi

fif s & L, BEMEREERRAE T 1 E100mg7 > L 1%L A SN, FHEHEER, 100%TH-o1

200mg% 1 H2[E (8- 9AR%), 54U 7HMKSL (Table 2), MIC % &5 &, E.coli 1327T0.2ug/ml
foo B, BERZNE O ¥ EIX UTI EZHFFM 2 HEC UTF, C. freundii i3, 3.13ug/mle, @hi-Fsttty

- TIToT, ~L7:(Table 3),

Fig. 2 Bladder model

5. Incubator

6. Container (Bladder)

7. Light path of the photometer
/ 8. Outflow pump
h ) 9. Drainage bin
3. I I ' 10. Recorder

1. Concentration forming device 4

I
2. Broth without antibiotics : 6. EEISE ===

! o W
3. Broth with antibiotics U N [ [ - 10. =
7

4. Inflow pump




voL 36 S—| CHEMOTHERAPY 777
Fig. 3 A typical opacity record obtained with the bladder model
1) L-CEX (500mg)
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Table 1 Clinical summary of uncomplicated UTI patients treated with CS-807

Treatment Bacteriuria® Evaluation®*
Patient Ace | Sex | Diagosi Symptoms'| Pyuria® Side-
ge x | Diagnosis ymptoms® [ Pyuria
no. Dose Route | Duration Species | Count | MIC UTI Dr. effects
(mg X /day)
(days)
+ # Ecoli [>10° | 0.1
1 5% | F | AUC 50%2 p.o. 3 — | Excellent | Excellent | —
- - - J/ /
+ + E.coli [>10° 0.2
2 23| F | AUC 50%2 p.o. 3 —— | Excellent | Excellent | —
- - - / /
+ + E.coli 105 | 0.2
3 46 | F | AUC 50X2 p.o. 3 —— | Excellent | Excellent | —
- - - / /
+ # C.freundii [>10° | 3.13
4 74 | F | AUC 50%2 p.o. 3 —— | — | Excellent | Excellent | —
- - - / /

. Before treatment

After treatment

* *x , .
Dr. :Dr's evaluation

UTI: Criteria of the UTI Committee

AUC : Acute uncomplicated cystitis
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Table 2 Bacteriological response to CS-807 ZONIRIZ S, epidermidis B 14k, C. Sfreundii ot 1
in acute uncomplicated cystitis 1*1 Candida 8 2K CH 572 (Table 9 )n
Isolate No. of strains | Eradicated (%) | Persisted® ¥ 7o CS-807TRSAERI29IP, BWERIX 1516 B
Mo,
E.coli 3 3(100%) 0 1. ﬁ !
EHAE7 70 AR U ERAOESCR LEDEt
C freundii 1 1(100%) 0 7 7 a AR VEDESGRBN T Iz08, SEMR%sh
o CS-807ix, HIBARS b7 L5875 L, RitE
Total 4 4(100%) 0 . o .
ILHY 5 & TR TH 72 Serratia, Enterobacter,

* Regardless of bacterial count

Indole(+) Proteus i= b R, S SHREMRBINT

Table 3 Relation between MIC and bacteriological resp to CS-807 tr in licated UTI
MIC(ug/ml)  (Inoculum size 10° cells/ml) Not
Isolate Total
s0.1| 0.1 0.2 { 039 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100 | done
E.coli / 1/1 2/2 / / / / / / / / / / / 3/3
C.freundii| / / / / / / 1/1 / / / / / / / 11
Total / /1 | 2/2 / / / 1/1 / / / / / / /| 4/
(%) (100%) (100%) [( %) ( %)|( %)[(100%)|( %)|( %[ %} %(( %[ %[ % ]|(100%)

No. of strains eradicated/No. of strains isolated

2) BHEMIRBSRAYE (Table 4)
7 BRI S 10012 &7 2560 D\ T UTI SRR
WP THRYIE R 1T o720 BRSNS 28R4, IE
HAL1561(60%), K& 161(4%), ~E 981(36%)T
WEEIZ64%TH o MBERICHT 230813, Y
11481(56%), BRA261(8%), 7% 9HI(36%)T
Hol:, BEBRIIRILERILN(52%), X3 F,
X IBIT, BRIEIZ64% TH -7z (Table 5),

FKRFERRICAB k, IZFLALDEREABTH
D, BURDORBOEYHRTH-7225, EIHKD1P, &
U, BERBED 5HITCIIESCH -7 (Table 6 ).

HEZERE A5 &, 25EFD S, 33k 8=
h, 205 H23EMHAL, HEHALRT%TH-
7z (Table 7 ),

MIC:2#% L, BETIX, IZLA 3. 13ug/mlT
THRE SN, B> B C. freundii 1¥£(3.13
ug/ml), E. cloacae 2¥k(0.78ug/m)i3BE L1 &
7z P. aeruginosa 1#Ki3100ug/mlil T b MRBE
dhizipolz, BETIE, S. aureus 2¥6(3.13ug/ml)
S. epidermidis 1¥£(0.78pg/ml) bSBRE Sty %72,
E. faecalis 8 #Kiz 2 T100ug/mil k& T H o 7225,
4 kD% DA STz (Table 8 ),

BEHHTEE T 4 5(16%) 0> 5 4 R3S hiz b,

WAIDOEORA Y7 7 0 AR Y VREFEATHART T LB
HEEIC b HENEELTW3, %77, CS-8071, &
f& f-lactamase ICVLTETH Y, HEROEOML7 7
TRARY LHIHEEC &ROTENERT O TH
%,

BN, Pt 2 45 L, RE1I0mgEE 5 T, Cuax
1.66 ug/ml, FRebEILE (0 -12R500)50. 7%, L b
WZRIFTHD, AUC $8.65¢g * hr/miz T3,
T/ 3% 2B R, AH, EO%, Epihd
WENERL, HENRL, PR EEELHD
D, RepAOP3 BAF CREBSSE I L 1 3 Al
Bbh 3y, 4, &L, bladder model # A\ T
fFole R BWTH, L-CEXIZHAR Tsold, 1.5
&b, EEOBMRISLORET T, HEIRERE
TENER LR Y, FHO 1B 2 ERSOTEEYE
TR o1

40, FRERBRIECHL T, FFRFEALLEIS,
B HUEBERE 4133 BRI T I3 ERhRI2 100% L
ni-Bi% R L7, FRECT2 MIC:245¢L, E
coli 3BRE 120.2ug/mUATTH Y, C. freundii 1
Hb3.13ug/mlk, EN-HEHERLL SEEX
i3, 1E50ng, 1H 2 @RS 2{To%ks, AHECHE
LT, ZORTEARHMBSHHFTE S LB
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Table 5 Overall clinical efficacy of CS-807 in co;'nplicated UTI 100 or 200 mgX2/day, 5 or 7-days'treatment

N Cleared Decreased Unchanged Effect on bacteriuria
Bacteriuria
Eliminated 13 1 14 (56%)
Decreased ( %)
Replaced 1 1 2 (8%)
Unchanged 1 8 9 (36%)
; Patient total
Effect on pyuria 15 (60%) 2 ( 8%) 8 (32%) 25
[__[___:]__—_] Excellent 13 (52%)
Overall efficacy rate
lj Moderate 3
16/25 (64%)
D Poor (including failure) 9
Table 6 Overall clinical efficacy of CS-807 classified by the type of infection
No. of patients Overall
Group Excellent Moderate Poor efficacy
(Percent of total) rate
1 st group (Catheter indwelt)
2 nd group (Post-prostatectomy)
Monomicrobial
. . 3 rd group (Upper UTI) 2( 8.0%) 1 1 50.0%
infection
4 th group(Lower UTI) 18(72.0%) 12 3 3 83.3%
Sub-total 20(80.0%) 13 3 4 80.0%
5 th group (Catheter indwelt) 2( 8.0%) 2 0 %
Polymicrobial .
. ) 6 th group (No catheter indwelt) 3(12.0%) 3 0 %
infection
Sub-total 5(20.0%) 5 0 %
Total 25(100.0%) 13 3 9 64.0%

M I 2 BRI, 64%TH o7z, BERlICH
3, BERRDES - EORIL{BIChot, &
N2 E. faecalis, P. aeruginosa BZAID &5 2 808
Brollzd L Bbh 3, BERICOWVTIZ, 200mg/
B&SHI5H, 400ng B EH105]% BT 5 &,

200mg/ BREHTIE 9P, BXI2H, ESH4HT
RHEII13% TH o708, 400ng/ BREBETIE, %)
ABL, A% 15, M5 6 L EBHRRSO%THY,

dose response iz & S otz, T HIZ400mg SRt
Tid200nghe 5 B LR ABBIOBIEHIRE L, E72

BRBREL LTY E. faecalis, P. aeruginosa 35 T%
Poil:d L Bbhiz,

5 AR5 1560 & 7 B S 1052 8T 2 &, 5
BRETIE, X8, BRI, MheslT, BR
#i360%, 7 BMBETI3, EL5H), B2 H, &
$3BE, BIRIZT0%THY, BEERFID SR
Po7z,

WEEHBIR % A5 &, E. faecalis 4%k, C. freun-
dii 1%, E. cloacae 2¥k8B XU, P. aeruginosa 3%k
BEREL TV, ZhoitiT s MIC2 4% L E.
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Table 7 Bacteriological response to CS-807
in complicated UTI

Table 9 Strains® appearing after CS-807
treatment in complicated UTI

Isolate No. of strains | Eradicated (%) | Persisted® Isolate No. of strains( %)
S.aureus 2 2(100% )
S.epidermidis 2 2(100% ) Sepbdormecs %)
E.faecalis 8 4( 50% ) 4 C freundii 1( 25%)
E.coli 8 8(100% )
C.freundii 1 0( 0% ) 1 Candida 2( 50%)
K. pneumoniae 2 2(100% ) Total 4(100%)
K.oxytoca ! 1(100% ) * Regardless of bacterial count
E.cloacae 2 0 0% ) 2
E.aerogenes 2 2(100% )
P.vulganis 1 1(100% )
P.mirabilis 1 1(100% )
P.aeruginosa 3 o( 0% ) 3

Total 33 23(69.7%) 10

* Regardless of bacterial count

Table 8 Relation between MIC and bacteriological response to CS-807 treatment in complicated UTI

. MIC(ug/ml)  (Inoculum size 10°ells/ml) Not
Isolate Total

<0.1{ 0.1 | 0.2 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 [ 25 50 | 100 | >100 | done
S.aureus / / / / / / 2/2 / / / / / / 2/2
S.epidermidis / / / / 1/1 / / / / / / / 11 | 2/2
E.faecalis / / / / / / / / / / 3/6 1/2 / 4/8
E.coli / 1/1 2/2 4/4 1/1 / / / / / / / / 8/8
C.freundii / / / / / / 0/1 / / / / / / 0/1
K.pneumoniae |/ 2/2 / / / / / / / / / / /| 22
K.oxytoca / 1/1 / / / / / / / / / / / /1
E.cloacae / / / / 0/2 / / / / / / / / 0/2
E.aerogenes / / 1/1 11 / / / / / / / / / 2/2
P.vulgaris / / / / / / / / / / / / 11 | 11
P.mirabilis /1 / / / / / / / / / / / /ol
P.aeruginosa / / / / / / / / / / / o/1 | 0/2 | 0/3
S 1/1 | 4/4 | 3/3 | 5/5 | 2/4 / 2/3 / / / 3/6 | 1/3 | 2/4 | 23/8
(100%) [ (100%) | (100%) | (100%) | ( 50%) {( %) | (67%){( %) [( %) |( %) %) | ( 50%) | ( 33%) | ( 50%) | ( 70%)

No. of strains eradicated/No. of strains isolated
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faecalis, P.aeruginosa TiZ XY wmyote s, C
freundii T133.13ug/ml, E. cloacae T30.78ug/ml
ThHBIbhbh S TEDOHENAS TR o T, BT,
Z b OBRTIRIEEHD MIC 25\ 231 b 100ug/mlld
FrioTED, BRI MICHERL:Z L8, B
gahnhoFETR RV b, LIt T,
o DEEOAF IS A THIEEBOERC DL TR
A% 5T T 2 4 B2H 2 L Bbihie,
UL, REBIL TR, E. faecalis UAADBTIZ,
B RS ERL, FFOHRERRTOHOE7 7O
ARY Y ERBFICH~, EhREBbhi,
BEHEBRE E LTI, S epidermidis 1 ¥, C.
freundii 1¥%, Candida 2¥k03H5h0, ZhoDd b

S. epidermidis 13 MIC100ug/ml & it M T & - 72 24,
C. freundii 133.13ug/mlL BEZUBETH S5 I1IC b hdrb
STHEBR SN,

BHERICDOWTIE, BRI 16RO, 45T
RS 0TV BREOH] & FI RM DR HH & #
Ashiz,

X [
1) BBRIBFCEMEEZLSHES > KP4, CS
-807, H&fd, 1987,
2) FIHEH, ®KE 15, AW HREABEKE 7
N2 D T, Chemotherapy 29 : 1143-1148, 1981,
3) KEEMK - UTI XM E® (5B 3 k),
Chemotherapy 34 : 408-441, 1986,

EXPERIMENTAL AND CLINICAL STUDIES ON CS-807

MANABU OKANO, MASARU GOHARA, Hisao KoMEDA, HIRONOBU AKINO, YUKISHIGE ISOMATSU

Koj1 MURANAKA, YUSUKE KANIMOTO, YASUO SHiMIzU, YUKIMICHI KAWADA
Department of Urology (Director : Prof. YUKIMICHI KAWADA), Fukui Medical School, Fukui

The efficacy of CS-807, a new oral cephalosporin, was studied both experimentally and clinically.

In an experimental study using an in vitro model of the urinary bladder, in which the conditions of bacterial

exposure to antibiotics which exist in the treatment of cystitis are simulated, the growth-inhibition time of

CS-807 against E. coli was 1.5 times longer than that of a long-acting preparation of cephalexin.

In a clinical study, 4 patients with acute uncomplicated cystitis and 25 with complicated urinary tract
infection were treated with 100-400 mg per day of CS-807 in two divided doses for 3-7 days.

Response was excellent in all four patients with acute uncomplicated cystitis. Of the 25 patients with

complicated urinary tract infections, response was excellent in 13 and moderate in 3, the overall efficacy rate

being 64%.

Clinical adverse reactions were not observed in any of the patients treated with CS-807.

From the results obtained, CS-807 appears to be as well tolerated as other oral cephalosporins, and

effective in the treatment of uncomplicated and complicated urinary tract infections.



