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Fig. 1 Chemical structure of CS-807 and R-3763
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Fig. 2 Antimicrobial activity of CS-807 (R-3763) and other antimicrobial agents

against E. coli (50 strains)

by MIC 2000 system
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Fig. 3 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against K. pneumoniae (50 strains)

Inoculum size : 10° cells/ml by MIC 2000 system
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Fig. 4 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against P. mirabilis. (50 strains)

Inoculum size : 10° cell/ml by MIC 2000 system
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(4)Indole EBt% Proteus spp. (508%) (Fig.5) ¥ 72 MICso 0 {HIZEFNF110.39ug/ml & 6.25ug/
R-3763D MIC{HiZ 0.025¢g/ml 22 & >100ug/ml ml THY, BT ILEN TV,
sCEnL AL, RME2ETI: ABPC, CCL, (5) Enterobacter spp. (50¥k) (Fig.6)
CXM &b bHTEILEN TS, CFIX &1 Zeql. R-37630 MIC {#120.1ug/ml %% >100pg/ml
Has o Tl THBL L, RIEH¥ETIZ ABPC,CXM LD b

Fig. 5 Antimicrobial activity of CS-807 (R-3763) and other antimicrobial agents
against indole (+) Proteus spp. (50 strains)
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T I3EN T eh8, CCL, CFIX L[R%DTiNNT
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ug/ml THots,

(6) Citrobacter spp. (208%) (Fig.7)
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(7)S. marcescens (508%) (Fig.8)

Fig. 6 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against Enterobacter spp. (50 strains)
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R-37630 MIC {#2>100xg/ml 2158k (30%) & 2o

P—7 31z, RMEHIETIR ABPC, CCL, CXM (8) P. aeruginosa (50#%) (Fig. 9)

121 L A EHEI0ED Shgip o 1, CFIX gz R-3763D MIC iz +~T >100ug/ml THH, f
REOHENETL, 25ug/ml LAT 05308k (60%) T 4 6K L FRCIZ & A LT B e o T,

Hotre E7 MICsefHTIRENEN25ug/ml TH> (9)S. aureus (44#%) (Fig. 10)

Fig. 7 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against Citrobacter spp. (20 strains)

Inoculum size : 10° cells/ml by MIC 2000 system
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R-37630) MICTMi23. 13ug/ml iz ¥ —2 $BEsb 72, 0S. epidermidis (398%) (Fig. 11)
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Fig. 8 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against Serratia marcescens (50 strains)
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boko
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R-3763D MIC {HIZIZ & A EH8>100ug/ml THY

() E. faecium (368%) (Fig. 13)
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Fig. 9 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against P. aeruginosa (50 strains)
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2) Wk ml (mean + SE), 128HH#i&iciZ ND Thh, AUC

5 ZDOMMRABFIC CS-807, 50mg %Rk 305HM 123.05£0.40ug  hr/ml (mean+ SE) Tho7:, &
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T, MEMPMEL, 2 FFH%120.731£0.06ug/ml Fig. 15/ £ DWEDRPME & ZMRTMEENLE
(mean+ SE) #7L, 8HSMEICIZ0.05+0.03ug/  Hb. BERFME 2 -4 BMIR T49.246.6ug/m)
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Fig. 10 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against S. aureus (44 strains)

Inoculum size : 10° cells/ml by MIC 2000 system
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Fig. 11 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents

against S. epidermidis (39 strains)
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EhTe, itk 1 EMOBILDBHEX 1 BRLED b D FERTRMBIE — 185351 (46.9%) THortz, HeiRiz
03230 (20.4%) ThH-7:, HRIEHHI36H (31.9%) H 233561 (31.0%), + 5508 (44.2%), +53284)
EBtofe, BMERIZHHIIMW (32.7%) LHbhol, (24.8%) TH -1z, MERIZHHS560 (49.6%), ot

Cumulative %

Sensitivity distribution

Fig. 12 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against E. faecalis (50 strains)
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20f] (25.7%), +032861 (24.8%) TH -7z, UMK CFU/ml »3106) (8.8%) ThH o7 UEDTRTD
1110" CFU/ml 36081 (49.6%), 10° CFU/ml 318 HE BTSN IIEHNA SN DTz, RITE
@l (15.9%), 10° CFU/ml 32561 (22.1%), 10 L oEFICHT 5 CS-807 DIRAEIKZIR 2R L 72,

Fig. 13 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
against E. faecium (36 strains)
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Table 2, 3, 4iR&ERSHAD 3 AES5HORE
BRRIRTH 2, 50 mg 1 EHSHTIHRMINER
1374.4% (29/39), MUREH{LHEI289.7% (35/39),
ERAMALMRIZ97.4% (27/39) TH Y, RAMKLIRIX
FR169.2% (27/39), HR30.8% (12/39), RAEX
R100% TH o7z £7:50 mg 2 BHESRETIZHERMY
%X1182.9% (29/35), MERIEM{L¥E94.3% (33/35),
WML IRIS97.1% (34/35) THD, RAKIIRI
#N77.1% (27/35), BR22.8% (8/35), MAEY
K100%TH o7 £7:100 mg 1 ERERETIZHERM
HERIZTT. 1% (27/35), MRIEX{LH280% (28/
35), HRAMEILIII88.6% (31/35) THY, REEK
BRI ERN5T.1% (20/35), BHRNM0% (14/35), 1&&
BEEIT. 1% ThH o, BESEMICIZHERMIELE,
RERE, LR, BEHERIROEDR, 7
PR, REEYRICBHTEREIRL, 50mg 1
BEIZE-TH, FERICRIFLEREIRTH o7,

Table 5, 6, 7, RERS5HO 7 ARSHORE
BRRTH 2, 50 mg 1 ESRETIRHHRMNEAR
1397.1% (33/34), MFRIER{LEIZ94.1% (32/34),
Bt #I385.3% (29/34) THY, BAWKLHRIE
E76.5% (26/34), H%H23.5% (8/34), REBE®
K100%ThH o7z, E/:FREED 3 HEDRMK L LK
T2 LRABYERRL 55 b100%TH 2 HEWEIL
64.5%1576.5% iz AL TW3, 50 mg 2 [EIEEE
TIBERMAHAFIT100% (25/25), RRIRIER{LZEX
96% (24/25), HEEME{L®1384% (21/25) TH b,
BREERIRIZELN4% (21/25), BEZH16% (4 /25),
BEERRIZ100% TH -7, 21-FREHO3EED
B HET 3 L TARSICLY, 15170
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72100 mg 1 EISEE T HERBIHAEI2. 3% (24/
26), MEFRIEH{LH,KI296.2% (25/26), HREMILEIX
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HCI BRI o7 190 7T B SIC L D ¥
$heieh, EXNHIZ53.8%m 580.8%, BEEHEIZ
96.2%5100%~t LRL T3, %7-3 ARERL
ERIC B SR IR AR D > bEXE, %)
R, BAEWEIBWTEEENZL, 50ml 1EKRES
2k o THIEE I RIFRERRER DB o )2, Table
812 7HHD b Db FHRATRIIREREGRHFICE &
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RCBEFERSOFF %2R T, Table 9, 10, 1L

MAY. |988

Fig. 14 Serum levels of R-3763 (active free acid of CS807)
after a single oral administration in healthy volun.
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Fig. 15 Urinary excretion of R-3763 (active free acid
of CS-807) after a single oral administration in
healthy volunteers
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Table 1 Background analysis in acute simple cystitis
Item 50 mgX1 50 mgXx2 100 mg X1 Total Statistical test
16~29 10 8 7 25
30~39 7 6 9 22
Age(yrs) 40~49 10 9 3 22 N.S.
50~59 10 8 11 29
60~69 5 4 6 15
Duration until 0~1 17 17 12 46
first medication 2~3 15 10 13 38
from first onset 4~7 8 8 9 25 N.S.
(days) 8~14 2 0 1 3
Unknown 0 0 1 1
0 31 28 28 87
History 1 9 4 7 20 NS
(times/yr) 2 2 1 0 3 ~
Unknown 0 2 1 3
# 13 9 10 32
Frequency of # 13 9 14 36 NS
micturition + 7 7 9 23 -~
- 9 10 3 22
# 7 7 8 22
Sensation of + 14 11 12 37 NS
residual urine + 9 7 7 23 -
- 12 10 9 31
# 5 7 8 20
Discomfort on + 7 5 7 19 NS
urination + 8 7 6 21 e
- 22 16 15 53
# 14 12 9 35
Urinary pain + 20 13 17 50 N.S.
+ 8 10 10 28
# 18 14 24 56
Pyuria + 11 11 7 29 N.S.
+ 13 10 5 28
107 23 19 18 50
- 108 5 5 8 18
Bacteriuria 10° 9 3 8 2 N.S.
10* 5 3 2 10
E.coli 37 29 34 100
K. pneumoniae 2 0 0 2
K.oxytoca 0 1 0 1
P.mirabilis 2 2 0 4
Isolated
. C.amalonaticus 0 1 0 1 N.S.
organisms S warneri 0 1 0 .
S.saprophyticus 1 0 1 2
E.faecalis 0 0 1 1
Unknown 0 1 0 1
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Table 2 Overall clinical efficacy of CS-807 in acute simple cystitis
50 mg X 1/days treatment
Symptom Resolved Improved Persisted .
Efficacy on
. bacteriuria
Pyuria Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased |Unchanged
Eliminated 27 1 7 3 38 (97.4%)
Decreased
B -
acteriuria (Replaced) 1 1(2.6%)
Unchanged 0
Efficacy on pain on
urination 29 (74.4%) 10 (25.6%) 0 Case total
Efficacy on pyuria 35 (89.7%) 0 4 (10.3%) »
D Excellent 27 (69.2%)
Overall effectiveness rate
[ ] o s
39/39 (100%)
: Poor (or Failed) 0
Table 3 Overall clinical efficacy of CS-807 in acute simple cystitis
50 mg X 2/day, 3 bays treatment
Symptom Resolved Improved Persisted Efficacy on
i bacteriuria
Pyuria Cleared |Decreased |Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged
Eliminated 27 1 5 1 34 (97.1%)
.. | Decreased
Bacteriuria (Replaced) 1 1 (2.9%)
Unchanged 0
Efficacy on pain on
urination 29 (82.9%) 6 (17.1%) 0 Case total
35
Efficacy on pyuria 33 (94.3%) 1 (2.9%) 1 (2.9%)
D Excellent 27 (77.1%)
Overall effectiveness rate
l: Good 8 (22.8%)
35/35 (100%)
: Poor (or Failed) 0
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Table 4 Overall clinical efficacy of CS-807 in acute simple cystitis
100 mg X 1/day, 3 days treatment
Symptom Resolved Improved Persisted Efficacy on
. bacteriuria
Pyuria Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged
Eliminated 20 3 1 5 1 1 31 (88.6%)
Decreased
juri 2 1 3 (8.6%)
Bacteriuria (Replaced)
Unchanged 1 1 (2.9%)
Efficacy on pain on 27 (17.1%) 7 (20%) 1 (2.9%)
urination Case total
. 35
Efficacy on pyuria 28 (80%) 5 (14.3%) 2 (5.7%)
Overall effectiveness rate
l:‘ 14 (40%)
34/35 (97.1%)
Table 5 Overall clinical efficacy of CS-807 in acute simple cystitis
50 mg X 1/day, 7 days treatment
Symptom Resolved Improved Persisted Efficacy on
. bacteriuria
Pyuria Cleared |Decreased|Unchanged| Cleared |Decreased |Unchanged| Cleared |Decreased|Unchanged
Eliminated 26 2 1 29 (85.3%)
.. | Decreased
Bacteriuria (Replaced) 5 5 (14.7%)
Unchanged 0
Efficacy on pain on
urination 33 (97.1%) 1 (2.9%) 0 Case total
Efficacy on pyuria 32 (94.1%) 2 (5.9%) 0 3
Excellent 26 (76.5%)
Overall effectiveness rate
Good 8 (23.5%)
34/34 (100%)
Poor (or Failed) 0

3 day’s overall

clinical efficacy of the above 34 cases

LU0 000

Excellent 20 (64.5%)
Overall effectiveness rate
Good 11 (35.5%)
31/31 (100%)
Poor (or Failed) 0
Not evaluated 3
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Table 6 Overall clinical efficacy of CS-807 in acute simple cystitis
50 mg X 2/days treatment
Symptom Resolved Improved Persisted Efficacy on
, bacteriuria
Pyuria Cleared |Decreased|Unchanged| Cleared [Decreased|Unchanged | Cleared |Decreased|Unchanged
Eliminated 21 21 (84%)
.. | Decreased
Bacteriuria (Replaced) 3 1 4 (16%)
Unchanged 0
bfflcacy (‘m‘pam on 25 (100%) 0 0
urination Case total
Efficacy on pyuria 24 ( 96%) 1 ( 4%) 0 %
Excellent 21 (84%)
Overall effectiveness rate
Good 4 (16%)

Poor (or Failed)

25/25 (100% }

3 day's overall clinical efficacy of the above 26 cases

Excellent

20 (80%)

Good

Overall effectiveness rate
5 (20%)

Lo O

Poor (or Failed)

25/25 (100%)
0

Not evaluated

BERl, 3 BESHOMEFIRIR TH S, WETAIHELO9
Blip oA & LT s N 8 HifE, 109kDEMK
i399.1%TH Y, BHRLIzA3100 mg 1 EHERSED 1
FIDHIZ BT MIC #30.1ug/ml D E. coli DHHH
KLitolz, BE5HEEFEL LT GPC #dhliz 84k
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D LFF /0> REER L D 3FEN3% 5 bOOBKE
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Table 7 Overall clinical efficacy of CS-807 in acute simple cystitis
100 mg X 1/day, 7 days treatment
i
Symptom Resolved Improved Persisted Efficacy on
bacteriuria
Pyuria Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged| Cleared |Decreased|Unchanged
Eliminated 21 1 2 24 (92.3%)
Decreased
juri 2(7.7%
Bacteriuria (Replaced) 2 ( )
Unchanged
Efficacy on pain on 24 (92.3%) 2 (7.7%) 0 .
urination Case total
. . 26
Efficacy on pyuria 25 (96.2%) 1 (3.8%) 0
D Excellent 21 (80.8%)
Overall effectiveness rate
:‘ Good 5 (19.2%)
26/26 (100%)
D Poor (or Failed) 0
3 day's overall clinical efficacy of the above 26 cases
IZ] Excellent 14 (53.8%)
Overall effectiveness rate
[:] Good 11 (42.3%)
25/26 (96.2%)
D Poor (or Failed) 1 (3.8%)
Not evaluated 0

Table 8 Comparisonlwith clinical efficacy of each treatment group with CS-807
Excellent Moderate Poor Total Statistical test
50 mg X1 27(69.2%) 12(30.8%) 0 39
3 days treatment 50 mg X2 27(77.1%) 8(22.8%) 0 35 N.S.
100 mg X1 20(57.1%) 14(40 %) 1(2.9%) 35
50 mgX1 26(76.5%) 8(23.5%) 0 34
7days treatment 50 mgx2 21(80 %) 4(20 %) 0 25 N.S.
100 mg X1 21(80.8%) 5(19.2%) 0 26
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Table 9 Evaluation of recurrence in acute simple cystitis
50 mg X 1/day, Excellent cases in 7 days treatment

Symptoms of (=) (+)
bladder irritability Miction pain (—) Miction pain (+)
~#
Pyuria B l~(3hpf 5":/hpf Z+10/hpf L I el I B L
- 7 1 3
<10° cells/ml 1
Bacteriuria |  10° cells/ml 2
10 cells/ml
210° cells/ml
No recurrence u
Reserved assessment 0 -
Recurrence 0
Recurrence rate 0%
Table 10 Evaluation of recurrence in acute simple cystitis
50 mg X 2/day, Excellent cases in 7 days treatment
Symptoms of <) (+)
bladder irritability Miction pain (—) Miction pain (+)
Pyuria - 1~Shpf 5—:;hpf ;107:; - e + +~# - [S) + +~#
- 8 1 1 1
<10° cells/ml
Bacteriuria |  10° cells/ml
10* cells/ml
210° cells/ml 2
No recurrence 10
Reserved assessment 3
Recurrence 0
Recurrence rate 0%
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Table 11 Evaluation of recurrence in acute simple cystitis
100 mg X 1/day, Excellent cases in 7 days treatment

(+)
Symptoms of (=)
bladder irritability Miction pain (=) Miction pain (+)
i o I £ | +~# £ | +~#
Pyuria 1~4/hpf | 5~9/hpf | 210/hpt
- 13

<10° cells/ml

Bacteriuria | 10° cells/ml

10 cells/ml

210° cells/ml

No recurrence 13
Reserved assessment 0
Recurrence 0
Recurrence rate 0%

Fig. 16 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
E.coli (98 strains), 108 CFU/ml
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CS-807  [12(12.2%)| 6(18.4%) | 34(53.1%)| 36(89.8%)| 9(99.0%) | 1(100%)
CDX 1(1.0%) | 8(9.3%) | 33(43.3%)| 53(98%) | 2(100%)
CXM 8(8.2%) 120(28.9%)|42(72.2%)(22(94.8%)| 5(100%)
CCL 10(10.2%)|27(37.8%) | 42(81.4%)[15(95.9%) | 4(100%)
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Table 12 Bacteriological effect of CS-807 In acute simple cystitis

Strains
lsola.ted Dosage No.'of Eradicated | Persisted appearing
organisms strains after

treatment

S0mgX1| 34 34
E.coli S0mgx2| 29 29
100 mgx1| 33 32 1

50 mg X1 2 2
K.pneumoniae | 50 mgXx2
100 mg X1

50 mgx1
50 mgX2 1 1
100 mgXx1

K.axytoca

50mgx1| 2 2
s50mgx2| 2 2
100 mg X1

P.mirabilis

50 mg X1
C.amalonaticus| 50 mgx2 1 1
100 mg X1

50mgXx1 1
A.lwoffi 50 mg X2
100 mg X1

50 mgX1
50 mg X 2
100 mg X1 1

S.epidermidis

50 mg X1
50 mg X2 1 1
100 mg X1

S.warneri

50 mg X1 1 1
S.saprophyticus | 50 mg X2
100 mg X1 1 1

50 mgX1
50 mg X2
100 mg X1 1 1

E. faecalis

50 mgXx1
50 mg X2
100 mgX1 2

E. faecium

50 mg X1 1
50 mg X2
100 mg X1

E.avium

50 mgX1 1
GPC 50 mgXx2
100 mgX1 1

50 mg X1
50 mg X2 1
100 mg X1

T.glabrata

50 mgX1
50 mgX2 1 1
100 mg X1

Unknown

50mgx1| 39
Total 50mgx2| 35
100mgXx1| 35

88

sz K RLL TRETE 3 S-lactam REOH4
ORI AR KR E L TR, %7 8-lactam.
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WaEARY MVERT 50, 1IC S, pyogenes, .
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Ripole 77 LBYEE TR E ol K
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ug/ml T CFI LRETHY, CXM, CCL &1 bEN
Twiz, 72 Indole Btk Proteus spp. , Citrobacter
spp. IZXL Tz # T MIC,,#536.25ug/ml, 3.
13ug/miTHY, CXM,CCL LD $ENTHBY 412
BRSHROSHHEC X7, LrL, Enterbacter spp., S.
macescens W% MIC,fiiz 100ug/ml, >100ug/
ml THY, ot 77oARY) VHRERChE VK
KENRHSERFE RS, X 512 P. aeruginosa WL
T+ 7 7 0 AR SF L ERIE £ A LTEN%
HeY, BRI CE s o, Listt> THREE
RAFERRBE L LTHBES NS S. aureus, S. epider-
midis, E. coli, K. pneumoniae, P. mirabilis, Indole
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2 - 4 BSIR CRERET949 . 2ug/ml ITEL, 12-15
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Table 13 Antibacterial activity of CS-807 (R-3763) and other antimicrobial agents
MIC(ug/ml), 10%fu/ml
Bacteria Drug
<0.025 | 0.05 0.1 0.2 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100s
CS-807 2
. CDX 2
S.warmen CXM 1
CCL 2
. CS-807 2 1
. CDX 1
S.saprophyticus CXM 1 1
CCL 1
CS-807 2
. CDX 2
K.pneumoniae CXM 1 1
CCL 2
CS-807 1
CDX 1
Kotoca | cxm
CCL
CS-807 3 1
L CDX 1 3
P.mirabilis XM 1 2 1
CCL 3 1
CS-807 1
. CDX 1
C.amalonaticus CXM 1
CCL 1
CS-807 1
. CDX 1
E faecalis XM 1
CCL 1
Table 14 Side effect of CS-807
Treatment
(No. of cases) 50 mg % 1(76) 50 mg X 2(69) 100 mg X 1(73)
Symptom Gastric discomfort Diarrhea Thirst, Dry feel of nose Eruption Itchiness of periproct
Period of treatment 7 days 2 days 7 days 5 days 7 days
Appearance day 2 nd day 2 nd day 4 th day 5 th day 2 nd day
Severity + + + + +
Relation to CS-807 Difinite Definite Probable Definite Probable
Continue Discontinue Continue Discontinue Continue
Treatment Use of drug for No special treatment | No special treatment | Medication by | No special medication
gastrointestinal disorders Dermatologist
Prognosis Improved Unknown Improved Improved Improved
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Table 15 Abnormal laboratory findings of CS-807 (35 cases)

Treatment

Abnormal laboratory finding

Relation to CS-807

Elevation of GOT (28— 59)

50 mgx1 Elevation of GPT (59— 80) Probable
Elevation of triglyceride (79—124)

50 mgXx1 Elevation of Eosino (1— 10 Probable

BORPMEIZIZ LA EED SN o1, SERILFR
MBS DM D7D, 50 mg 1 ERETIE
1565HILAREIE & A CIRFIE DSBS 08, 1 [EIfS
TEORENRSBD S5SNI 0RO H L EZHTH-
1o

* 2 TARIORE &% 1850 mg #1[E, 50 mg
884 2[E, 100 mg 8 1 ED 3 DDRGEHMNT THIK
Bt EITo7z, /-850 7B E LT, EZHFIC
XU T 7 BEHASEL, FEIDERRIRO—D> DKL &
DB EERET 2T

388 LU T ARSEROBKRMR CRERSHETIE
ZORMICEEER <, 50 mg 1 ARG ICEWT
LVREBEWFIX3IA, THRSRIIBLTERAEFNRII.
1%:100%CHH, SHERILEEH GE5E:
50~400 mg/H, R&HEXE214/216) L -7 < R
BREFVLETH 120 BB, WTFNOBREREIBHTYH
EHRICEWTIABL N THEDAMBLERL T,

g7, EBRBSICBLTYH, WThOBRSEICEWLT

YERBII L, TFRESMMEB Il TR 1R
50mg 1E, 7 BMESICT b+AH#HE LB 2580E
enfdo
% -BWERIZHERER £2.3% (5/218) 8w,
2EMHD2.0% (52/2738) LRABETHY, KK
EHRHL5.7% (2/35) LLEEHDI%RELN
ETRO-7: 60D, ThoOBRERBE TH-T, L
Tet8 > T CS-807I3 I FRVESRMTERSRE & I XL, &Bp
THWABERE T2 2 LsEr o,
X [
1) BIEBXRLCEREFERLE, FECHIVAI,
CS-807, 1987, (&&fH)
2) KEIERK, ftt: UTI E2HFEEE (B3R,
Chemotherapy 34 : 408~441, 1986
3) BEALLEREFS R/IREHILAE (MIC) #
EEBHREIC DT, Chemotherapy 29 : 79~119,
1981
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BASIC AND CLINICAL STUDIES ON CS-807
IN FEMALE ACUTE UNCOMPLICATED CYSTITIS

TAKAOKI HIROSE, YOSHIAKI KUMAMOTO, SHIGERU SAKA! and NORIKO NISHIJIMA
Department of Urology (Director : Prof. Y. Kumamoto), Sapporo Medical College, Sapporo
Eul Yokoyama and KENj1 HAYASHI
Department of Urology, Japan Red Cross Kitami Hospital, Kitami
Aki0 HoNMA and MasaFuMI MIYAKE
Department of Urology, Japan Red Cross Asahikawa Hospital, Asahikawa
SHINICHI Mi1YAMOTO, TAKAHIRO TAMIYA and KEII TAKATSUKA
Department of Urology, Sunagawa Municipal Hospital, Sunagawa
MasaHARU Aok! and AKIoMI NANBU
Department of Urology, Japan Red Cross Kushiro Hospital, Kushiro
Masao KapoNo and SATORU OKAYAMA
Department of Urology, Otaru Hokusei Hospital, Otaru
SHuJI KATO and HitosH! TANDA
Department of Urology, Higashi Sapporo Sanjukai Hospital, Sapporo
KiNIcHI IkawA
Department of Urology, Sapporo Jieitai Hospital, Sapporo
CHOSHO ENATSU and AKIHIRO IwASAWA
Department of Urology, Tomakomai Oji General Hospital, Tomakomai
HirosHI MARUTA, NAOTO MIKuMA and ToHRU UJIE
Department of Urology, Muroran Municipal Hospital, Muroran
TAKUMA YOSHIOKA and YASUHIRO YAMAGUCHI
Department of Urology, Kuchan Kosei Hospital, Kuchan
MasaTAKA Fujita and KIYOHITO YAMAZAKI
Department of Urology, Hakodate Goryokaku Hospital, Hakodate
KaTsuyukl MITOBE and AKIRA NISHIO
Department of Urology, Sakata Municipal Hospital, Sakata
KEem OcuMa
Department of Microbiology, Sapporo Medical College, Sapporo

We performed basic and clinical studies on CS-807, a new oral cephem antibiotic.

1. Antibacterial activity

The in vitro activity of R-3763, the active free acid of CS-807, was measured against Gram-positive and
-negative bacteria isolated from urinary tract infections. R-3763 had good antibacterial activities against S.
ayreys, S. epidermidis, E. coli, K. pneumoniae, P. mirabilis, indole-positive Proteus spp. and Citrobacter spp.,
and MIC,, values were 6.25, 12.5, 0.39, 0.2, 0.05, 6.25, and 3.13ug/ml, respectively.

Its MIC range against Enterobacter spp. and S. marcescens was broad, but it had no antibacterial activity
against P. aeruginosa, E. faecalis and E. faecium.

2. Pharmacokinetics

A 50mg dose of CS-807 was administered orally to five healthy volunteers and the concentrations of R-3763

in serum and urine were measured. R-3763 reached a mean maximum serum concentration (0.73xg/ml) 2h
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after administration. The AUC §* was 3.05ug*h/m! and t1/2 was 1.67h, R-3763 reached a mean maximum
urinary concentration (49.2ug/ml) 2~4h after administration.

3. Clinical efficacy

We compared the clincal efficacy of three doses of CS-807, 50mg X 1/day (group 1), 50mg X 2/day (group
II) and 100mg X 1/day (group Ill) in acute uncomplicated cystitis. The 113 cases were composed of typical
urinary infections, with pain on micturition, pyuria and bacteriuria, in accordance with the criteria of the
Japanese UTI Committee.

Overall clinical efficacy rates evaluated on the third day were : 100%(39/39) in group I, 100%(35/35) in
group II and 97.1%(34/35) in group lIl. Rates evaluated on the seventh day were 100% in all three groups:
34/34 in group 1, 25/25 in group II and 26/26 in group III.

Recurrence of infection was examined in 40 cases, but found in none, (0/14 in group 1, 0/13 in group II
and 0/13 in group III).

The differences in efficacy and recurrence among the groups were not statistically significant.

4. Side-effects

Adverse reactions were observed in five cases, 2.3%(5/218), and abnormal laboratory findings in two, 5.7%
(2/35).



