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Fig. 1 Serum concentration of R-3763 after p.o.
administration of CS-807 200mg in patients
with renal dysfunction (Non-fasted)
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Fig. 2 Urinary excretion of R-3763 after p.o. administration
of CS-807 200mg in patients with renal dysfunction
(Non-fasted) HPLC Assay Ccr(ml/min)

E_ ------ [ R Creatinine clearance normal (n=236)
_J:L -—o Creatinine clearance 54 +5ml/min (n=7, Group A)
B2 ——e—— Creatinne clearance 36ml/min (n=2, Group B)
(ug/ml) l
2 (%)
200 % 40
9 3
=1 !
=] !
g X
z - 30
5 2 /
= % S
= o P
=) 1, b3
:l{ S
100 X F20 o
) I=}
) .
)§ 10
0 4 Lo

0~2 2~4

Time of administration (hr)

¥ 7z, BENFHI NS A—F —iF Craxiz 3.92+0.28
ug/ml, Tmaxid3.74£0.355MH), T,.033.6+£0. 450,
AUC,-,,i328.34+2.16ug hr/mITH > 72,

BEETIx M R-3763BE 13 1& 5%, 8 BFfdI24.74
ug/mlDE—27E%RL, ARSI L T 128512133,
27ug/mIDBETH -1z, RPBEIT 8 ~128FEIc©—
7 %7, 190.7ug/mliTH b, 1285 % CORPEUY
FiZ17.5%ThH o1z, 1, BBER T X —5—
1 Crmaxtd4.81ug/ml, Tmaxid 7B, AUC,-154334.
03ug*hr/mlTH -7z,

(Fig.1, 2, Table 1 WiZi3 @3 AD MK IR

EREED 2 EEFTVDELHRET )

2, EERARET

TERFIDZE % Table 2 IRT,
FIREHE TIIERN26(27.3%), FEY95(20.4%),
PRHR8 #1(18.2%), EMISH(34.1%)TH Y,
UTI E%EHEEREIC & 2 HETHERI T, REHBKD
8% Table 3R Tk S ERH1261(35.3%), BHS
F1(14.7%), ER175(50.0%) T, BEEHEILS.
0% THoTze BERITHT 2 %R CTIRIEFHL126Y(35.
3%), 4 8 %1(23.5%), FE1461(41.2%)THY,
MR 2R TIREHA 156 (44.1%), EZR
84(23.5%), %1181 (32.4%) TH -7,

EBRERFITOEY®IZ Table 4 R TILLE
18 0%(0/2), B2 0%(0/1), 5 3 #60%
(3/5), 5 42£61.5%(8/13), 58 0%(0/4),
F6B£66.7%(6/9)ThH D, BUMERSSETI352.4%
(11/21), BERSAETI246.2% (6 /13)DEHET
Hotz, HEFABIETIE Table 50T % 498035
BEsh, En28kTHD E. coli 1390%(8/9), S
epidermidis 1£100% (6 /6), K. oxytoca i¥100%
(3/3), E. faecalis 1350%(3/6), P. aeruginosa
1209%(0/5) CLEDBREEILT5.5% (37/49) THY,
P. aeruginosa RU E. faecalis %8 % BIFZREET
bHot, BREHHBE I Table 6D ELKT,
Pseudomonas, E. faecalis E12KTH -7z

SWERICIE 1 Bl D—BIEORANE, BHAR
BAT, AH| L SHENH 2 LEL SN &1,
SRR AL TIIEFI15IC B THFE #1354 /m®

(6%) 25649/m® (11%) LEEEERLIH, 14



VoL 36 S—| CHEMOTHERAPY
Table 1 Parameters calculated from serum concentration
Subi Cer Cmax Tmax th AUCo-12
ubject ml/min ug/ml hr hr ugehr/ml
Normal renal function 2.96+0.11 3.2%0.1 2.1+0.1 15.51£0.55
(n=36)
SF 78 4.37 4 2.4 25.55
YN 63 4.43 4 3.4 32.02
TI 58 3.14 4 2.6 22.28
SH 53 4.76 4 3.2 33.75
Group A MH 46 3.27 2 4.5 23.28
YT 42 2.97 4 5.6 24.717
TH 41 4.74 4 3.3 36.73
MeantS.E. 54t5 3.92+0.28 3.71£0.3 3.610.4 28.3412.16
MS 37 5.62 8 3.8 39.87
Group B TY 34 3.99 6 3.0 28.19
Mean 36 4.81 7 3.4 34.03
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Table 2-1 Clinical summary of complicated UTI cases treated with CS-807
Diagnosis Treatment Bacteriuria® Evaluation
Case A Catheter | UTI Pruie’ Side-
No. | %€ Sex Underlying | (Roue) | group| Dose |Duration yura Species Count | MIC:10%/ml UTI | Dr |efects Renarks
condition (mgx/day) | (day) P (/ml) | (ug/m) ’
CCC 10 >400
(+) | S.epidermidis| —
1 64 | M prostatic (=) | G-4 |100mgx2 5 — 0 excellent | excellent | (—)
cancer =) (=)
2 | 3| M S (=) | G4 [200mgx2| 5 () | Efaccals 1 5 (-)
. _ . mg X —_ poor | poor | (-
prostatic (+) | Efaccalis | 100 | >400
hypertrophy
C.CC. (%) S.epidermidis " 12.5
—_— £) | S liquefaciens| 1 0.39
3 | 74 | M |bladder neck| (—) [ G6 [100mgx2| 5 : X.maltophilia‘T 200 |excellent excellent| (—)
sclerosis (=)
_cer ) | Ecoli | 100] 0.78
4 | 3| F renal (=) | G3 [100mgx2| 5 |—— — derate| good | (-)
(+) (=) 0
stone
CCcC. () S.epidermidis 10° 12.5
5 | 70| M| prostatic | (=) | G6 [200mgx2| 5 =y E faecalis o 12.5 | excellent | excellent| (—)
cancer (=)
CCcC. .
T rlodder (£) E.coli 10 0.39
6 | 32| F | bladder | () G4 |200mgx2| 5 — poor | poor | (=)
vaginal (+) C.freundii 108 1.56
fistula
CCP.
(#) E.coli 10° 0.39
7 | 67| F| ureterat | (=) | G-3 |200mgx2| 5 = - — excellent | excellent | (—)
stone 0
CCP. (+) E./aecalfs 165 6.25
8 | 7| F|—————| (=) | G-6 |200mgx2| 5 P.aeruginosa | — 100 | poor | poor | (-)
V.UR. (#) ) 10°
P.aervginosa 400
CCC.
- (+) (=) 0
9 | 72| M | prostatic (-) 200mgx2| 5 |—— — fair | (-)
(+) (=) 0
hypertrophy
CCP. (#) | Paeruginosa | 10° 100
10 |58 | M |——| (=) | G3 |100mgx2| 5 —_— poor | poor | ()
V.UR. (£) | Paeruginosa | 10° 100
ccc.
_ (#) | K.oxytoca 108 0.05
11 [66|M bladder (=) | G4 |100mgx2| 5 |[—— moderate| good | (—)
(£) | Paeruginosa | 10* 100
tumor
C.CC.
(#) | A.odorans 108 12.5
12 | 72 | M | prostatic (=) | G2 [100mgx2| 5 |—— — poor | poor | (=)
() | Paeruginosa | 10° 25
hypertrophy
CCcC. (+) S.marcescens 107 0.78
13 (73| M| urethral |uwetra| G5 |200mgx2| 5 g C freundii " 1.56 | poor | poor | ()
fistul M i 100
istula morganit

Before treatment

After treatment

C.C.C. : Chronic complicated cystitis C.C.P.: Chronic complicated pyelonephritis V.U.R.:

Vesico ureteral reflux
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Table 2-2 Clinical summary of complicated UTI cases treated with CS-807
Diagnosis Treatment Bacteriuria® Evaluation
Case Se Catheter | UTI Pyuria® Side- "
e | Sex . . a Remarl
No. Ag Underlying | (Route) | group| Dese  |Duration Species Count | MIC:10/ml uTI Dr. |effects
condition (mgX/day) | (days) (/ml) | (ug/mi)
ccCcC. S.epidermidis 200
(+) | M.morganii 107 200
14 | 76 | M | prostatic |wethra | G-5 |200mgXx2| 5 (_+)— S, marcescens _ﬁ)_7 0.78 | Poor good | (—)
cancer M.morganii 200
CCC. S.aureus 50
— (+) | K.oxytoca 1o¢ 0.2 .
15 | 69 | F [ jrradiation | (=) | G-6 [100mgx2| 5 |—— - — Excellent| fair | Baso!
it (+) | E.faecalis <10° 12.5
cysuitls C freundii 400
CCC.
_— (=) 0
16 | 71 | M | porstatic (=) 100mgXx2| 5 ——T —_— good | ()
hypertrophy 0
CCC.
o (=) 0
17 {50 | F | neurogenic | (-) 200mgX2| 5 —(_j:)— —_— fair | (-)
hladder 0
CCC.
= (+) E.coli 107
18 [ 70 | M | prostatic (=) | G4 |100mgx2| 5 ﬁ e excellent | excellent| (—)
cancer =)
CCC.
- #) | p ;i 107
19 | 40 | M | neurogenic | (=) | G4 |200mgx2| 5 |—— aeruginosa > 400 poor | poor | (—)
bladder (#) | P.aeruginosa 10 400
ccc. .
" (#) E.coli 10 0.2
20|7]|F bladder (=) | G4 |100mgXx2| 5 T—T excellent | excellent | (—)
stone =) 0
CCC ) S.marcescens , 200
- (€3 10
21 [ 73 | M | neurogenic | wethra [ G-5 |100mgX2| 5 Aodorans 50 poor | poor | (—)
bladd (+) | S.marcescens | 107 50
adder P.fluorescens >400
CCcC. ) S.epidermidis 107 12.5
22 | 75 | M | prostatic (=) | G-6 |100mgXx2| 5 _(T)— P.cepacia o 12.5 | poor | poor | (—)
hypertrophy E. faecalis 6.25
cep (#) |E. 107
_— faecalis
23. 77 | M | prostatic (=) | G3 |100mgx2| 5 [——|—-— " 313 poor | poor | (=)
hypertrophy (#) | E faecalis 10 400
S.epidermidis
_C.C.C. (+) | E faecalis 10° 3.13
% (30| F | neurogenic | (—) 200mgx2| 5 |——|Y.LO. — | &5 fair | (=)
bladder (=) | S.epidermidis| 10 6.25
E. faecalis 50
cCP. (#) (=) 0
% |62|F renal (=) 200mgXx2| 5 |[—— — fair | (—)
(+) (=) 0
stone
ccce. . "
_ E.coli
% (45| F crohn's (=) 100mgX2| 6 |—— 0.33 excellent| (—)
di (=) (-) 0
isease

. Before treatment

After treatment
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Table 2-3 Clinical summary of complicated UTI cases treated with CS-807
Diagnosis Treatment Bacteriuria® Evaluation
Case Ade| s Catheter| UTI Pruria® Side-
ge | Sex . . yuria '
No. Underlying | (Route) | group| Dose [Duration Species Count | MIC:10%/ml uti | Dr |effects Remarks
condition (mgX /day) | (days) (/ml) | (ug/ml) ’
217 176 | M e (=) 200mg X2 5 *) ) 0 (=)
- mg - - poor | (-
renal ) ) 0
stone
S.epidermidis
28 | 86 | M — (=) 100mgx2| 5 *) Y.LO. " 0 (=)
8 i - mg X —_— | r -
prostatic 4 (4) | Sepidermidis| 1on 200 poo
hypertrophy Y.LO.
E.coli 0.39
CCcC.
29 [ 68 | F | neurogenic | (=) 1oomgxa| 7 |- ML | Efsccalis | 10" | >400 (=)
neurogenic mg #) | S.epidermidis| 107 2 poor
bladder E faecalis 25
CCC. (#) | K.oxytoca 107 0.39
(28| M|—| (=) G-4 |200mgXx2 5 _— | moderate| good | (—)
V.UR. (+) (=) 0
cee. (#) ) 107 0.39
31 | 75 | M | prostatic (=) | G4 |100mgx2| 5 W)—— P.aeruginosa T moderate| good | ()
hypertrophy
_cee (#) Ecoli | 107 | >400
32 | 78 | M | prostatic (=) | G4 [100mgx2| 5 eyl syl el e poor | poor | (=)
hypertrophy
33 | 68| M — (=) | G4 |200mgx2| 5 (#) Ecol 1o’ 039 fair | ()
i - -4 mg X —_— poor air -
prostatic () |  Ecoli | 10° | 0.78
hypertrophy
P.mirabilis
CCC. 12.5
_ (#) | K.rhinosclero] 10
34 | 53 | M | neurogenic | (=) | G-6 |100mgx2| 5 (—) matis ; 0.78 | excellent | excellent| (—)
bladder (=)
.C.C.
cee (+) E.coli 10° 0.39
35 | %6 | F | neurogenic | (=) | G4 |200mgx2| 5 |[——|——— excellent | excellent| (—)
(=) (=) 0
bladder
CCC. E.cloacae 0.2
(#) | P.aeruginosa | 10 200
36 | 77 | M | prostatic (=) | G6 [100mgx2| 5 |——|F——— poor | good | (—)
(+) | E.cloacae 108 200
hypertrophy P.aeruginosa 400
CCP. .
_— (W) | Pmirabitis | 10 | 0.0 anoreN,
37 | 58| F renal (=) | G-3 |100mgx2| s eyl il v moderate| good | gastric
stone ) 0 discomt
CCC.
(+) E.coli 107, 0.2
38 | 45 | F | neurogenic | (=) | G4 |200mgx2| 5 _ excellent | excelleht| (—)
(=) (=) 0
bladder
C.C.C. +) S.epidermidis 107 6.25
39 | 72| M| urethral (=) | G6 |200mgx2| 5 ey A.odorans - 1.56 |moderate| good | ()
11
stenosis P.putida 1.56

Before treatment

After treatment
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Table 2-4 Clinical summary of complicated UTI cases treated with CS-807 -
Diagnosis Treatment Bacteriuria® Evaluation
Case Catheter | UTI - Side- Remarks
N Age | Sex Underlying | (Route) | group | Dose | Duration Pyuria ) Count | MIC:10%/ml . effects|
0 o Species UTI Dr.
condition (mgX/day) | (days) (/m | (ug/ml)
CCC. (+) S‘Im:;t?{liyhkw 100 >100
0|27 M urethra 200mgx2| 5 Candida good | (—)
urethral
. (=) o 10* 100
stenosis S.aurcus
cec (#) E.coli 10° 0.20
41 | 4| M bladder [ G-1 |200mgXx2 5 —_ poor | fair (-)
rethral (#) | Ecloacac | 10° | >100
abscess
CCC. (+) | Shaemolytius | 10° >100
2|74 | M wrethra [ G-1 |200mgXx2 5 _ poor | poor | (—)
B.P.H. (1) | Efaecalis 10° 50
Flavobaclerium sp. " 25
ccce. (+) | Paeruginosa| 10 >100
43|88 | M (=) G-6 |200mgXx2 5 E. faecalis >100 |excellent |excellent| (—)
B.P.H. (=) |7/ | 10¢
(=)
CCC. P.vulgaris ] 0.10
u 6| M tra | G5 |200mgx2| 5 © | Bdwcats | 1 |15 (-)
. wrethra . mg —_— | poor | poor -
prostatic (+) | M.morganii 0 50
cancer E. faecalis 50
(#) | Paeruginosa| 10*
45 | 42 | F A.UC. (=) 200mg X 2 5 _— poor | (=) [excluded
(#) | Paeruginosa| 10

Before treatment
—_

After treatment

Table 3 Overall clinical efficacy of CS-807 in complicated U.T.I.
100~200 mg X 2/day, 5 days treatment

Pyuria 0
o Cleared Decreased Unchanged I:ffect.on.
Bacteriuria bacteriuria
Eliminated 12 2 1 15 (44.1%)
Decreased
Replaced 2 6 8 (23.5%)
Unchanged 4 7 11 (32.4%)
i o Case total

Effect on pyuria 12 (35.3%) 8  (30%) 14 (41.2%) 24
I:l:j] Excellent 12 (36.7%)
[:' Moderate 5 17/34 (50.0%)
1~ :
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Table 4 Overall clinical efficacy of CS-807 complicated by type of infection

Overall
Group No. of case | Excellent | Moderate | Poor | efficacy
rate
1 st group (Catheter indwelt) 2( 5.9%) 2 0%
2 nd group (Post prostatectomy) 1( 2.9%) 1 0%
Single
3 rd group (Upper U.T.I) 5(14.7%) 1 2 2 60.0%
infection
4 th group (Lower U.T.L) 13(38.2%) 6 2 5 61.5%
Sub total 21(61.8%) 7 4 10 52.4%
5 th group (Catheter indwelt) 4(11.8%) 4 0%
Mixed
6 th group (No Catheter indwelt) 9(26.5%) 5 1 3 66.7%
infection
Sub total 13(38.2%) 5 1 7 46.2%
Total 34(100 %) 12 5 17 50.0%
Table 5 Bacteriological response to CS-807 in complicated U.T.I. Table 6 Strains® appearing after CS-807

treatment in complicated U.T L

Isolates No. of strain | Eradicated(%) | Persisted #

E.coli 10 9( 90 %) 1 Isolate No. of strain (X)
K. oxytoca 3 30100 %) 0 M.morganii 2 (16.7%)
K.rhinoscleromatis 1 1(100% ) 0

C.freundii 2 (16.7%)
E.cloacae 1 o( 0%) 1
P.mirabilis 2 2(100 %) E.cloacae 1 (8.3%)
P.vulganis 1 1(100 %) 0

P.aervginosa 2 (16.7%)
M.morganii 1 0( 0%) 1
X.maltophilia 1 1(100 %) 0 P fluorescens 18
S.marcescens 2 1(50 %) 1 P.putida 1 (8.3%)
S.liquefaciens 1 1(100 %) 0

E faecalis 3 (25 %)
C.freundii 1 1(100 %) 0
P.aeruginosa 5 0( 0%) 5 Total 12 (100 %)
P.cepacia 1 1(100 %) 0 * : regardless of bacterial count
P.alcaligenes 1 1(100 %) 0
A.odorans 3 3(100 %) 0
F.lavobacterium sp. 1 1(100 %) 0
S.aureus 1 1(100% ) 0
S.epidermidis 6 6(100 %) 0
S. haemolyticus 1 1(100 %) 0
E. faecalis 6 3(50 %) 3

Total 49 37(75.5%) 12

* Persisted : regardless of bacterial count
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FUNDAMENTAL AND CLINICAL STUDIES ON CS-807

SHoGo Uepa, KENITI HAvAasHI, TutoMu OkABE, Osamu YosHizumi, TAKURO

Y AMASHITA, NOBUYUKI YOSHITAKE, SHINSHI NopA and Kosaku ETo

Department of Urology, Kurume University, School of Medicine

CS-807, a new orally absorbable cephalosporin, was evaluated for pharmacokinetics in patients with renal

dysfunction and clinical efficacy, usefulness and safety in the treatment of chronic complicated urinary tract

infection.

The following results were obtained.

1) Pharmacokinetics : Serum and urinary concentration of R-3763 were measured in 9 patients with renal

dysfunction after oral administration of 200mg of CS-807 after meal. The peak serum concentration and 0-12
hr urinary excretion rate were 3.89+0.33u.g/ml(at 4hrs), 33.8+3.8% in 7 patients(CCr =54 +5ml/min) and 4.
T4ug/ml(at 8hrs), 17.5% in 2 patients(CCr =36ml/min), respectively.

2) clinical studies : CS-807 was clinically evaluated as excellent in 12 cases, good in 9, fair in 8, and poor

in 15, the efficacy rate being 47.7% by doctor’s evaluation and 50.0% by UTI committee’s evaluation. The

only side effects of slight anorexia and gastric discomfort was observed in one case.

Laboratory findings showed one case with transient basocytosis.



