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F7 7 ARY o REOHLER CS-807ic D &, HIRAMRE 217720, UTFORIR 2872,

BHHMMERENE (AUC) BLUBERL (AUP) 487, SMRERESE (C—UTD 22
B, R 6 BB & CRAMERTIIIRE 2 FIDEH78FIc &A% 1 H100~400mg, 532~3, 2~49
BRERORS Uiz, FRENE L 2HY%IE AUCKB LU AUP94%, C—UTI59%, Ribx
83%, BMAIIRAZL100%THD, iz UTIZERIC X 5ERETIX AUC100%, C—UTI9I3%
ThHotz, BEEIZ AUCTI%, C—UTITHS%TH-1z, BMEKNEHERIZ 1FILED L

ofehs, GPT OBEER% 15Dz,

CS-807 ({b##iEx - Fig. 1) 12, SH&ERSHTH
RENFLOBOFALAT AR 7 x ARIEMET
b5, FHIZNREBE> SRS, BEEOLRTF
TV NBEEEEET 2 R-3T63ICIIASIERE N
%, R-3763 (Fig.1) @ in vitro fiEETEIZ 7 5 LB
MBI UBREBCBL b, KROBOBL7 24
A TREN DO KIL s 0> 5 7z Enterobacter, Serratia, in-
dole(+) Proteus \= b REFRMEB 2R~ L, £ 8
-lactamase KX L THREM 2B T 2R bHLLEEL
ENTV»3Y, SEEHSRBEAOHMEKNRN £T-
leDTHRET 2,

I. MRBEIUHE
1, HMMEIRES - BINERRRRAYE

BEFI604E108 b SERFI614E 5 B £ TR, FKECW
REBRIEZZL, FRSMORE 2B S8R
# (Acute uncomplicated cystitis, LA T AUC & ¥
3) BEA, SHBEMMETEZER (Acute uncom-
plicated pyelonephritis, AT AUP ¥ 3) BE 14,
RiERBE 6 B% L URMRIIRR BE 2 FIDE566]

Fig. 1 Chemical structure of CS-807 and R-3763
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& ZYERIEEERIZ, 40BITH o7,

2., BMRRRRAE

EAORIR, RETWRIBBHCHRZRL E IiRABEL,
SREMOREE B WHEREBRIE (Compli-
cated urinary tract infection, A\FC—UTI & ¥ 5)
222 (Table 2)iZXL, Z#% 1 H100~400mg,
42, 3~S2AMEOKRSL, ZOMKIR KeH
BIUERAMERN L. UTIREZFMXREE3
B & B HEARERERIE, 15BYTH o7z,

II. & R

1. BiSUMRES - BINEARRGE

1) FBEHE

AUC 81 U AUP48BIH, 334, B0, L*H
%9, FE1HT, BYEITUBTH o7, FERG6
fn> 5, WEtEFRER (Gonococcal urethritis, b
TGULT3) 36t E%h2, A% 16, FEMENE
F&% (Non-gonococcal urethritis, AT NGU &
3)380, B, B, EHIGATH-, £
SYEENETTIRE 2 BT, BRI, BUL1HITH-
120

2) UTISEREHEEREHE

AUCBIUAUPC, UTIR#ERERGFIZEHL
IABIORIEREIC & 2 BERRIKEIR (Table 3) i3,
25, B¥SHIT, BEEL0%TH o7z, ARFIT
l:i, 1 H200mg, 4 2 %5295 CDEXE (Table

4) 1362%, 1 B400mg, £ 285 9 HITORHE
(Table 5) i1267%TH o7, EHIRSATIZHMS
1o 45WiRkD 5 B, E. coli 3%k & U E. faecalis 1 #k
PR CAMENIRE 2, MMM ARIINNTHO7:
(Table 6), ZtioikBMD MIC 12, RIS NT:45
Bih, E. faecalis 2 ¥R% M < 438k033. 13ug/mlAT i<
AL TV (Table 7), 2B E. coli 3%k
DO MIC Y, 0.20% 7:130.39.g/ml T Holeo KK
B4t oL 7:41% (Table 8) i, E. faecium
IBERUHETIHIMTH ST
2. PEMREEBSE
1) EWREHE
C—UTI 22610 > 5, 6, BT, LLHEYS,
24 BT, BYESIUTH o7,
2) UTI iz
UTI EHBERECAR L 1B ORERIC L 2R
LG TR (Table 9) X, E%h8, H%H6, M1
BT, BYWEII%TH o, Th o EEBFEHINC
»2E (Tablel0), 4BEH94) (60%) LB ®hd,
FOEYIILINTH T, $1-3HBLU6HTIR
100% DB TH -1z, MIEFHIRIR (Tablell) i,
LA TIZ19F18RSU% O RBE a2 N, FHML-DIR S.
haemolyticus 1 B D & T Hote, L E D MIC
(Table12) i¢, =0.10ug/mi~>100xg/mix $&IL <
DAL T tz, FHEL T2 S, haemolyticus BRid > 100

Table 3 Overall clinical efficacy of CS-807 in uncomplicated UTI
50 mg X 2/day, 100 mgX2/day, 100 mg X 3/day, 200 mgX2/day, 3-day treatment

Symptom Resolved

Improved

Persisted Effect on

Pyuria Cleared }Decreased| Unchanged | Cleared

Decreased | Unchanged

bacteriuria

Cleared |Decreased| Unchanged

Eliminated 25 5 3

33 (83%)

Decreased

Bacteriuri
acteriuria (Replaced)

5

5 (13%)

Unchanged 2

2 ( 5%)

Effect on pain on

micturition 40 (100%) Patient total
Effect on pyuria 32 ( 80%) 5 (13%) 3 (8%) 40
D Excellent 25 (63%)
Overall efficacy rate
E Moderate 15 (37%)

D Poor (including Failure)

40/40 (100%)
0
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Table 4 Overall clinical efficacy of CS-807 in uncomplicated UTI
100 mg X 2/day, 3-day treatment
Symptom Resolved Improved Persisted
Effect on
Pyuria Cleared |Decreased| Unchanged | Cleared |Decreased| Unchanged | Cleared |Decreased| Unchanged bacteriuria
Eliminated 18 4 3 25 (87%)
Bacteriuria Decreased 3 3 (
(Replaced) 10%)
Unchanged 1 1 (3%)
l:ffectl on vplam on 99 (100%) .
micturition Patient total
Effect on pyuria 2 ( 76%) 4 (14%) 3 (10%) 5
IE Excellent 18 (62%)
Overall efficacy rate
|:| Moderate 11 (38%)
29/29 (100%)
: Poor (including Failure) [1}
Table 5 Overall clinical efficacy of CS-807 in uncomplicated UTI
200 mg X 2/day, 3-day treatment
Symptom Resolved Improved Persisted Effect on
. . bacteriuria
Pyuria Cleared |Decreased| Unchanged | Cleared |Decreased| Unchanged | Cleared |Decreased| Unchanged
Eliminated 6 6 (67%)
Decreased
4 iuri 2 (22%
Bacteriuria (Replaced) 2 (22%)
Unchanged 1 1 (11%)
Effect on pain on
micturition e Patient total
9
Effect on pyuria 9 (100%)
IS} Excellent 6 (67%)
Overall efficacy rate
I:l Moderate 3 (33%)
9/9 (100%)
: Poor (including Failure) 0
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Table 6 Bacteriological response to CS-807 Table 8 Straine® appearing after CS-807
in uncomplicated UTI treatment in uncomplicated UTI
Isolate No. of strains | Eradicated (%) Persisted® Isolate No, of strains(%)
S.epidermidis 4 4(100) S.epidermidis 3( 27%)
S.hominis 2 2(100) S.haemolyticus 2( 18%)
E faecalis 2 1(50) 1 S.simulans 1( 9%)
E.coli 35 32( 81) 3 E.faecium 3( 27%)
P.mirabilis 1 1(100) E.avium 2( 18%)
C.diversus 1 1(100) Total 11(100%)
Total 45 41(91) 4 *regardless of bacterial count
#regardless of bacterial count
Table 7 Relation between MIC and bacteriological response to CS-807 treatment
MIC(ug/ml): Inoculum size 10° bacteria/ml
[solate Total
<0.05| 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
S.epidermidis 4/4 4/4
S.hominis 2/2 2/2
E faecalis 1/2 1/2
E.coli 1/1 8/8 15/16 6/8 2/2 32/35
P.mirabilis 1/1 1/1
C.diversus 1/1 1/1
Total 2/2 8/8 | 16/17 | 6/8 6/6 2/2 1/2 | 41/45
(100%) | (100%) | (94%) | (75%) | (100%) (100%) (50%) | (91%)
No. of strains eradicated/No. of strains isolated
ke/mITH Iz, ARBREROHBE (Table13) i m. % =

LD SN C. freundii & E. faecium TH -7z,

3. RISH)

WEULORBEEFIZ 4 BT, 55 28 N9,
1) EEKTRICER 2D 2, 1D 15 (Na10)
TREFEFIDBED: DI FIORELIEL L,
TBRYD 151 (Na20) TIREREBDLP o1,

4. BUFA - BPRMENERE

FHCEET 2 L2 SN BEWERIR, 2780 1
Flombonnsor, BRREBICOLTE, ST
UBRED 161 GPT O ER 2 B0 DS TH o7z

(Table 1),

T, SEHARIORBRIIDEE L, BOFL7x
LENIZBWT S, cephalexin (CEX®) DA% cefatr-
izine (CFTY), cefroxadine (CXD®), cefaclor

(CCL®) B X Uf cefadroxil (CDX") % ¥ PR S
hBEEZECFEREh TV, LrL, Zh iz g
-lactamase CAEETH Y, /77 L BUBHET
b ® S. marcescens, Enterobacter, Citrobacter ¥
& U indole (+) Proteus F DRI N3 2 HigE M
BV, FL S BAFEE L7 CS-807i2 R-3763D 4 fizh v
RKIUBIZAY TaRFVANKINAFVIFNVELA
TAVREERIE 7 2 0K TH D, TXBBEDIRT
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Table 9 Overall clinical efficacy of CS-807 in complicated UTI
50 mg X 2/day, 100 mgXx2/day, 200 mgx2/day, 5-day treatment

Pyuria . Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 8 2 3 13 (86%)
Decreased
Replaced 1 1 (7%)
Unchanged 1 1 (7%)
atient total
Efficacy on pyuria 9 (60%) 2 (13%) 4 (27%) P 1
IZ] Excellent 8 (53%)
Overall
efficacy rate
|:| Moderate 5 (40%)
14/15 (93%)
: Poor (including Failure) 1 (7%)

Table 10 Overall clinical efficacy of CS-807 classified by the type of infection

No.of patients Overall
Group percent of Excellent Moderate Poor efficacy
total rate
1 st group
(Catheter indwelt)
2 nd group
(Post prostatectomy)
Monomicrobial
3 rd group
i i 3 (20% 3 100%
infection (Upper UTI) ( )
4 th group
%
(Lower UTI) 9 (60%) > 3 ! s
Sub-total 12 (80%) 5 6 1 92%
5 th group
(Catheter indwelt)
Polymicrobial 6
th group
i i %, %
infection (Catheter not indwelt) SRle0R) 3 100
Sub-total 3 (20%) 3 100%
Total 15(100%) 8 6 1 93%
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Table 11 Bacteriological response to CS-807
in complicated UTI

Eradicated (%) | Persisted*

Isolate No. of strains
S.epidermidis 1 1(100)
Table 13 Strains® appearing after CS-807
S. haemolyticus 3 2 (67) 1 treatment in complicated UTI
Coagulase () Staphylococcus 1 1(100) Isolate No. of strains
S.simulans ! 1(100 C freundii 1( 50%)
i 5 5(100)
Efoecals E faecium 1( 50%)
E.coli 5 5(100)
Total 2(100%)
S.marcescens 1 1(100)
*regardless of bacterial count
C. freundii 1 1(100)
P.cepacia 1 1(100)
Total 19 18 (95) 1

#regardless of bacterial count

Table 12 Relation between MIC and bacteriological response to CS-807 treatment

MIC (ug/ml): Inoculum size 10° bacteria/ml
Isolate Total
<0.10| 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 >100
S.epidermidis 1/1 1/1
S.haemolyticus 1/1 1/2 2/3
Coagulase (—) Staphylococcus 1/1 1/1
S.simulans 1/1 1/1
E faecalis 1/1 11 3/3 5/5
E.coli 1/1 1/1 2/2 1/1 5/5
S.marcescens 1/1 1/1
C.freundii 1/1 1/1
P.cepacia 1/1 171
Total 2/2 1/1 2/2 1/1 1/1 /1 2/2 2/2 6/7 | 18/19
(100%) | (100%) | (100%) | (100%) (100%) (100%) (100%) | (100%) | (86%) | (95%)

No. of strains eradicated/No. of strains isolated

7Yl & 2EEIR S N B IEMRR-37631F E. cols, MLUTORIFRNEN2ET2 2 L &S LT VL BY,

K. pneumoniae, P. mirabilis, H. influenzae i3t T EDZ Etns, BEIIRER - BIESSREE I LT
CEX, CCL: W ENn-HEHERL, 27, B BRARSIR R AL 2 2 KA £z, AUCB LU AUP
“lactamase Tty 2 REM DY S NI LI LY, A8, FRIEX 6 B, AMATIIMRK 2§13 & FC—UTI

B TR HORIL 72 S. marcescens, C. 2N AH G LT, 2R, FHEHEC L 2E
freundii, Enterobacter ¥ X U indole (+) Proteus iz =ik AUC 8 & UF AUP94%, C—UTI59%, FRid
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#83%, BMATIZIRAL00%TH ol 7 UTIXM
L BEYMETYH AUCL00%, C—UTIN%E RIF
2 RARDB SN, C—UTIISHIC DV TRBRET I
ABE, AT—TVEMESE 15672, BB
DI2B L 80% % o, FDSHD IFHE 4 FICML
Tz, D& S RIEFIDSIFEIL, KEBONFROHF
BETHLZ—RLEASND, AYRIIEREL b
BUF TR RRER CH S HE 6 HET L 100% &,
FHIE L 182 BiRkH318 5 i, MIEPRBIERICBWTY,
21K T 1981188k 95% SR & L TV afz, MIC & DR
FREAD L, MICIZLEHEICHMEL Tialeds MIC 48
100ug/ml% E[E % Bk T b £ DIHELRKIZ86% & RIFT
HY, FEHuROHEKRE B EL o5h 5,
UEEDAT—TVEEBOC—UTLIZNL T, 1
H200~400mg, 532 &5 THETE 2¥RBEOND
bDLEZ SN, BRICDLTIER L, &5
EESEORNMDETH B, 72 AUCIIRL T,

1 HRARRBHR % UTI S = A\ 1 g T
A5k, 200mg HE5ET62%, 400mg RSB T67%
E, FIBTRRELLHO0, VTNLEHRIZ100%T
Hy, EE1ARREL L T200mg s58L EE X St
FIRER 6B > b, WE (N. gonorrhoeae) HSHER
ani: GU 3B\ Tid, 2% N. gonorrhoeae »3
HEL, 100%DEREERRLIZ. £ NGU 3442
BIEUALT, RERSETII8INDERETH>
s, RERNOERMBSTREN, E5ICA
MRRARE 2BIc DTy, BB L UEMTHY, B
MRBGYEICN L T HEIMELHHF LB S L EZ Shis,
LRI DL TIAF %6 L 1- 28T E i AEHER
137, BERREMELETY 15 GPT O—RMDER

LREREDI:DATHY, SEORRSTIE I
BoHohizdrol,

UL@onrspmsn, CS-807Tid8uit: & g
MFRIEBRIE 2 & i BFENESRBRIE I L THRL
EFITHY, HMMREBRAEICR L Tid 1 H200mg,
h 7 =T VEEROMEERBBRIECN LTIk 1]
200~400mg 2 HHHRYEGHERARLE X sz,

X m
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CLINICAL STUDIES ON CS-807 IN THE UROLOGICAL FIELD

AkIrRA Fujn, HirRosHl MAEDA, HIROSHI Y AMAZAKI, SoICHI ARAKAWA and SADAO KAMIDONO
Department of Urology, Kobe Unirersity School of Medicine, Kobe
Jon IsHigaml, KencH1 UMEzU and GAKU KAWABATA
Department of Urology, Kobe National Hospital, Kobe
TosHIHIKO MITA and KAzUNORI TERASUMA
Mita & Terasoma Urological Clinic
NoBuMASA KATAOKA
Kobe University School of Allied Medical science, Kobe

We conducted a clinical study of a new oral cephem antibiotic, CS-807, and obtained the following findings.

CS-807 was administered to 48 patients with acute uncomplicated cystitis (AUC) or acute uncomplicated
pyelonephritis (AUP), 22 patients with complicated urinary tract infection (C-UTI), 6 with urethritis and 2
with acute prostatitis. The drug was administered orally at the dose of 100~400mg divided 2 or 3 times per
day for 2~49 days.

The clinical effective rates by doctor evaluation were 94%, 59%, 83%, 100% in AUC & AUP, C-UTI,
urethritis, and acute prostatitis, respectively. The overall effectiveness rates according to the criteria of the
UTI Committee were 100% in AUC and 93% in C-UT], and the eradication rates of causative organisms were
91% and 95%.

Neither subjective nor objective side-effects were found, although a slight elevation in S-GPT was noted
in one patient.



