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1) PREBREAAE MRS 103 % R-37630D MICqoid, S. epidermidis3.12ug/ml, E. faecalis
400ug/ml, E. coli 0.78ug/ml, C. freundii 200ug/ml, K. pneumoniae 0.39ug/ml, E. cloacae
200ug/ml, S. marcescens 25ug/ml, P. mirabilis0.10ug/ml, P. vulgaris 3.12ug/ml¥ X Uf P.
aeruginosa 400ug/mliTH H, FFZ7 7 ABRMEEICH L Tid CEX, CCL &9 3~108RE

M@ %R,

2) 5ADEEREABFIC CS-807 100mg, 200mg% 7 O A A —/\—CEABEORSEL, M
BEZAIE L, EBIEM/ S5 2—5—i13, FREFHN Cpax1.64, 3.41xg/ml, AUCS.00,
17.09ug-hr/ml, T % i3#&ic#2.3hr THo7z, ROBEOE—7 13 4 ~6 BB T, 1085148

¥ CORPEUERIZHI45% TH 5120

3) BUERMMIRBSRIGE (AU-UTD 95, MEMRER (GU) 18, SRR EGE
(CC—UTD 458Uz CS-807% 1 HE100~400mg, 5~ 9 ARG LERSIR 2T L7, AU-
UTL GU REHEEHETENENTT.8%, 100%, CC—UTIiz UTI XX & 2H[ETT79.0%

@W$Tbﬂ7Co

4) BWER & L TH5BId 2 BUITHLERIEIR %, BRRIREERY & LT GOT-GPT, BUNOL

AEE1BUEDT,

CS-807TFLAARINALBROAL 7 = ARTEA
T, BORSs 2 L XCBEOIRAT 7 ¥tk v
KIS h, HEEEDOHE YV R-3763L % ) BRI
FEYT 5" (Fig. 1),
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Fig. 1 Chemical structure of CS-807 and related substance
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BAI584E 1 A & D BBRI604E 128 & TR FREEGRES
D 5 A S NMBZE ICRFE SN 105E2468kIC 5
R-37630 8/ ERE LA (MIC) %2 R-3746% F8\»H
KRR SERE R > THIEL, XMIEEE L1
cephalexin(CEX), cefaclor (CCL)# & Uf cefurox-
ime(CXM)DHE I & ELBRRES L 1oo BB RS HIE
Mueller-Hinton agar (Difco) % A \>7:, Mueller
-Hinton broth(Difco) ©37°C, 173%#E L - &Ek%
10cfu/micHEEL, <4 70755 — (KEARRE
) THAS, 37TC, 20BMEEEHEE LI,

2) iR, FRedi

SBORBRABFEEE (FHESI.8FK, KE
69.6ke) %%z, CS-807 100mg, 200mg % & Uiz
CEX D#gememi®l (LIFL—CEX) 1000mg% 15879
MRD 7 0 At — 1 — T 5 U1, HFEAIERI0S
BiegngsL, 304, 1, 2, 3, 4, 6, 8, 12
BB wcsm, 2, 4, 6, 8, 10, 128RIE IR
LT, $BL 7otfdid — 20 Ciz BifstR%E L, HPLC

12k 2 R-3763, CEX DWEHIEIZHEL 720

2, Ko

IBFI604E 118 5 & REFI614£10A & TICEIRBKFE W
FREERI 2 & UM BBAERY % 288 U 72 5501 0D FRE M 3R
FEANRIC, CS-807% 1E50~200mg, 1B 2 [E (R#
#0&H3[E), 5~9 QMRS LAKIOEINE Tt
S UNCHRAMAMN L7, S5ROMRIZ, RMESMY
FREARBRYE 9 5 (BERE 2 6 ), WHRW % 34, WM
et FRRR BRI 455 (BERE 26 3951, W RW 2% 6 B), ¥
EMERER 1BITH 5,

. & |

1. Eppagsdt

1) HERENHEN

S. epidermidis 2THED R -3763 (AT 4K L B 3) 150t
+ B R MAIE0. 10~400ug/mBA L L B8, %
DE—21320.78ug/mlTH o7z, FHIOHES X CEX
kD 1~28pEk<, CCL, CXM L IZIZRA%¥TH-
7: (Fig.2 ),

Fig. 2 Antibacterial activity(10%cells/ml)
S.epidermidis (27 strains)
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Fig. 3 Antibacterial activity(10%cells/ml)

E.faecalis (27 strains)
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Fig4 Antibacterial activity(10%cells/ml)
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R-3763 1 6 155 R-3763 1107 5 3 01
CEX 1 8 171 CEX 1 013121
CCL 17 9 1 CCL 1 3145 2 2
CXM 2139 3 CXM 7 11 6 3

E. coli 2MHIE T~ TR 25ug/mUAFIz 56 L,
E—7130.20ug/mlTH o7, AFIZCEX & D 5 E&
B&, CCL, CXM & 3~ 4 s EH 2R L

(Fig.4),

C. freundii 20Ri13Z#10. 39~400.g/mlA L iz 4345
L, CXM tixi2F%, CCL, CEX XD b#5 BPsig
WREEMERL (Fig.5).

K. pneumoniae 2THRIZ ¥~ TEHIL. 56 ug/mITRE
ZHEIESh, FAIMH L D 3RS R
L7z (Fig.6 ),

E. cloacae 2T¥ki3AH10.10~400u g/mIA EIZHEIY >
REMAER LI, 50%LL EDKDS1.56ug/mli
TwaEL, AN £ 4 4 BRRELA 3y 3
BhERL: (Fig. 7).

S. marcescens 2THRIZEHF100ug/mI CLEBEDHEEHS
FHIE&h, FAlIXfbAIL D 5 BRELA LSS HE 2R L
72 (Fig.8 ),

P. mirabilis 2THRIZ 24k530. 39ug/mUA F iz 34 L,
FRIDOTE A L 0 4 ERPELL &b 572 (Fig.9),

P. vulgaris 2TRDFHN T 2 BEMDBOE—2
130.20pg/ml T, £ERH50ug/miLL Tz 6L 720 &
Alid i & D 108RELL E38V-HiE /7 %R L7z (Fig.10),

P. aeruginosalOBRIZR L T b AR 2AbH X D 3dv 51
EAERLUISS, 28R0850ug/mUA iz L7z (Fig.
11),

Fig5 Antibacterial activity(10°cells/ml)
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Fig6 Antibacterial activity(10%cells/ml)
K.pneumoniae (27 strains)

Fig. 8 Antibacterial activity(10°cells/ml)

S.marcescens (27 strains)
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Fig. 7 Antibacterial activity(10¢cells/ml) Fig. 9 Antibacterial activity(10°cells/ml)
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Fig. 10 Antibacterial activity(10°cells/ml)
P.vulgaris (27 strains)

Fig. 11 Antibacterial activity(10®cells/ml)
P.aeruginosa (10 strains)
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2) MEHEE, PRPRM

CS-807 100mg & 7- 13 200mg #0454 D R -3763D
mED B & CRFBE & FRBHEM 8 O R EREK %
Table 1, 2, Fig.12, 13iZ;RL 7z, R-3763D M &
FBEHBHED S5 RO IEEBIFEM T A—5 —iF
100mg £ 5 B T Cmax 1.64ug/ml, Tmax 3.0hr, T2
2.35hr, AUCB8.00ug * hr/ml, 200mg$% 5 &£ T Cmax
3.41ug/ml, Tmax3.4hr, T 122.24hr, AUC17.09
ug* hr/mli&7z ), Cmax & AUC IZ dose response %3
ootz (Table 3),

100mg, 200mgik 5EEDRDME I ZhETh 0~28F
f24.68ug/ml, 43.98ug/ml, 2~4 K57 14ug/
ml, 143.34ug/ml, 4~6 B¥FH82.44ug/ml, 277.62
ug/ml, 6~8 B¥fI49.52ug/ml, 137.82ug/ml, 8
~108% 1 24.46ug/ml, 71.38ug/ml, 10~12%F ff11.
3dug/ml, 23.48ug/mliTH D, WEEE b 4~ 6B
BETHolz, 8B E TORPHEMEIZ100mghE40.
78%, 200mgB£41.86%, 128:fd ¥ T T % h £ 4.
70%, 47.43%THo7z

Table 1—-1 Serum concentration of R-3763 after single oral administration of 100 mg CS-807 to healthy male volunteers

pg/ml
Time (hr) AUC
0 0.5 1 2 3 4 6 8 12
Subjects (g hr/mi)

1. M. L 0.00 0.26 0.72 1.12 1.14 0.68 0.35 0.18 0.08 5.3
2. M. K 0.00 0.00 0.00 0.21 1.06 1.85 1.05 0.54 0.08 7.93
3. M. M. 0.00 0.00 0.10 0.97 1.63 1.59 0.89 0.40 0.13 8.30
4. S. M. 0.00 0.00 0.29 0.70 1.87 1.81 0.89 0.60 0.13 9.34
5. A Y. 0.00 0.11 0.42 1.69 1.65 1.49 0.73 0.37 0.29 9.10
Mean 0.00 0.07 0.31 0.94 1.47 1.48 0.78 0.42 0.14 8.00
+S.E. 0.00 0.05 0.13 0.24 0.16 0.21 0.12 0.07 0.04 0.71




voL. 36 S—| CHEMOTHERAPY 873
Table 1—2 Serum concentration of R-3763 after single oral administration of 200 mg CS-807
ug/ml
Time (hr) AUC
0 0.5 1 2 3 4 6 8 12
Subjects (ug.hr/ml)
1. M L 0.00 0.35 2.41 2.43 2.55 42.01 0.91 0.38 0.11 13.16
2. M. K 0.00 0.00 0.12 2.07 2.79 3.50 2.44 1.1 0.23 18.87
3. MM 0.00 0.00 0.61 3.3 3.46 2.9 1.60 0.65 0.21 17.24
4. S M. 0.00 0.00 0.00 0.23 2.20 4.07 2.87 1.38 0.76 19.94
5. AY. 0.00 0.18 0.89 3.45 3.49 2.70 1.17 0.57 0.22 16.24
Mean 0.00 0.11 0.81 2.30 2.90 3.05 1.80 0.82 0.31 17.09
+S. E 0.00 0.07 0.43 0.58 0.25 0.35 0.37 0.18 0.12 1.17
Table 2—1 Urinary concentration and cumulative amount of R-3763 after single oral administration of
100 mg CS-807
Time (hr)
0 0-2 24 4-6 6-8 810 10-12
Subjects
Urine volume, ml 120 125 190 105 110 320 170
1. MI Conc., ug/ml 0.0 83.0 83.5 83.5 41.6 6.6 8.9
T Excretion amount, mg 0.00 10.38 15.87 8.77 4.58 2.12 1.51
Cumulative amount, mg 0.00 10.38 26.25 35.02 39.60 41.72 43.23
Urine volume, ml 150 155 560 145 145 170 160
2. MK Conc., ug/ml 0.0 3.0 24.0 127.2 71.2 27.1 11.8
o Excretion amount, mg 0.00 0.47 13.41 18.45 10.32 4.60 1.90
Cumulative amount, mg 0.00 0.47 13.88 32.33 42.65 47.25 49.15
Urine volume, ml 130 90 160 180 150 76 100
3 MM Conc., zg/ml 0.0 20.8 92.9 88.0 49.1 40.7 19.9
C Excretion amount, mg 0.00 1.87 14.86 15.85 7.37 3.09 1.99
Cumulative amount, mg 0.00 1.87 16.73 32.58 39.95 43.04 45.03
Urine volume, ml 290 320 370 225 95 176 130
4. SM Conc., #g/ml 0.0 4.8 39.0 68.8 64.3 37.9 10.2
e Excretion amount, mg 0.00 1.54 14.42 15.47 6.11 6.68 1.33
Cumulative amount, mg 0.00 1.54 15.96 31.43 37.54 44.22 45.55
Urine volume, ml 115 360 455 300 250 477 275
5. AY Conc., zg/ml 0.0 11.8 46.6 4.7 21.4 10.0 5.9
to Excretion amount, mg 0.00 4.25 21.18 13.40 5.34 4.74 1.62
Cumulative amount, mg 0.00 4.25 25.43 38.83 44.17 48.91 50.53
Excretion amount, mg/2hr 0.00 3.70 15.95 14.39 6.74 4.25 1.67
Mean 0.00 1.78 1.37 1.62 1.01 0.78 0.12
+SE. Cumulative amount, mg 0.00 3.70 19.65 34.04 40.78 45.03 46.70
0.00 1.78 2.57 1.34 1.18 1.34 1.36
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Table 2—2 Urinary concentration and cumulative amount of R-3763 after single oral administration of

200 mg CS-807
Time (hr)
0 0-2 2-4 4-6 6-8 810 1012
Subjects
Urine volume, ml 110 110 105 65 75 95 105
L Ml Conc., ug/ml 0.0 151.2 285.9 288.8 158.2 53.3 21.3
T Excretion amount, mg 0.00 16.64 30.02 18.77 11.87 5.06 2.23
Cumulative amount, mg 0.00 16.64 46.66 65.43 77.30 82.36 84.59
Urine volume, ml 85 315 725 100 125 130 190
2. MK Conc., ug/ml 0.0 8.7 50.0 | 337.4 180.1 71.6 18.5
o Excretion amount, mg 0.00 2.73 36.24 33.74 22.51 9.30 3.50
Cumulative amount, mg 0.00 2.73 38.97 72.11 95.22 | 104.52 | 108.03
Urine volume, ml 90 195 500 95 135 105 120
3. MM Conc., ug/ml 0.0 35.3 76.8 281.1 112.9 57.7 28.5
o Excretion amount, mg 0.00 6.87 38.39 26.71 15.24 6.06 3.42
Cumulative amount, mg 0.00 6.87 45.26 71.97 87.21 93.27 96.69
Urine volume, ml 60 65 120 125 125 90 205
4 SM Conc., ug/ml 0.0 2.4 114.6 251.4 200.9 137.3 2%.8
Y Excretion amount, mg 0.00 0.15 13.75 31.43 25.11 12.35 5.50
Cumulative amount, mg 0.00 0.15 13.90 45.33 70.4 82.79 88.29
Urine volume, ml 75 445 210 110 355 155 115
5. AY Conc., ug/ml 0.0 22.3 189.4 229.4 37.9 37.0 2.3
o Excretion amount, mg 0.00 9.94 39.78 25.23 13.45 5.74 2.56
Cumulative amount, mg 0.00 9.94 49.72 74.95 88.40 94.14 96.70
Excretion amount, mg/2hr 0.00 7.27 31.64 27.18 17.64 7.70 3.4
Mean 0.00 2.88 4.77 2.61 2.61 1.37 0.57
+SE. Cumulative amount, mg 0.00 7.27 38.90 66.08 83.71 91.42 94.86
0.00 2.88 6.49 5.42 4.38 4.12 4.05

Fig. 12 Serum concentration of R-3763 after single oral

administration to healthy male volunteers(cross-over)

Table 3 Pharmacokinetic parameters of R-3763

ug/ml
30r —e—100mg (n=5) t} =2.35hr
—o—200mg (n=5) t}%=224hr
2.0r
k:
g
|5
g
5 1.0-
E
2
&
0 P S U S S S S S
1 2 3 4 5 6 7 8 9 10 11 12hr
Time after administration
Time AUC
hy 05 1 2 3 4 12
Dose " 6 8 (ug.hr/ml)
0.07 0.31 0.94 147 148 0.78 042 0.14 8.00
100mg
0.05 0.13 024 0.6 021 0.12 0.07 0.04 0.71
0.11 0.81 230 290 3.05 1.80 0.82 0.31 17.09
200mg
0.07 043 058 025 0.35 0.37 0.18 0.12 117

Mean +S.E. (ug/ml)

AUC Cmax Tmax t%

Dose n
(ughr/ml)  (ug/ml)  (hr)  (hr)
8.00 1.64 3.0 2.3

100 mg 5
0.71 0.13 0.3 0.2
17.09 3.41 3.4 2.4

200 5
me 1.17 0.24 0.2 027

MeantS.E.

—75, L—CEX D+ 1 BE7.13ug/ml
t 6B5IE6.92ug/mlic 2D Y —2 2H T 5 #H
%#5L, 8EFRIES5.08ug/ml, 1265RIE1.28ug/mlE
®2CHZELT: (Table 4, Fig.14), Re¥EiZ106
1% T630~820ug/mID RIMMEE bSiEHEL, RIPHFME
i3 8 BSREE TT61.9%, 1285 % TTT5.5%THok

(Table 5, Fig.15),

2. ERERANEY

1) AtEHEREBRLE  RREFAO—KE
Table 6 2R U7z, FER 5 1 AKIRE AT O RPHEED
BETHY, fho 8 FixLhREIESS 3 HRfTONE
o 7: DT UTI SRFHEELEE (5 3 4R i X 2¥ER



voL 36 S—I CHEMOTHERAPY 875
Fig. 13 Urinary concentration and cumulative urinary Fig. 14 Serum concentration of CEX after single oral
excretion rate of CS-807 after single oral administration of L-CEX(1000mg) to healthy
administration(cross-over method) male volunteers
ug/ml
% 100}
Urinary Urinary =100
"K/::,I concentration excretion rate —~o—1000mg(n=5)
[ —e— 100mg(n=5)
[ ‘: 7771 L oe200mgin=5480 !
P §
1
o 5 2
0 oo d0 E E
1 ' 2 g 50F
e 1 \ .- v
< i ! o z
|- I — i Leeees e 2
ol 2
) / | s r
> 100r ’ ) E
Cl 1
£ Loeen . 4o S
2
/ 5 v 5 6 7 § 9 10 11 1zm
s " " n n Time after administration
° 2 4 6 8 10 12 hr .
Time after administration T;,:‘;; 05 1 2 3 4 6 B 12 M{}l‘gfm,)
e | Timetm | 02 1 24 | 46 | 68 | 810 | 1012 Serum | 426 7.3 6.23 424 465 692 508 128| 5655
Concentration | 2468 | 57.14 | 8244 | 4952 | 2446 | 11.34 level 143 073 088 1.18 136 1.07 111 0.78 352
(ug/ml) 29.83| 26.51| 27.00 | 1756 | 14.00 4.71
100mg Mean +S.E. (ug/ml)
Excretion 370| 1965| 34.04 | 40.78 | 45.03 | 46.70
rate (%) 1.78 257 1.34 118 1.34 136
Concentration | 4398 | 143.34| 27762 | 137.82| 71.38 | 2348
(ug/ml) 5480 | 8534 3667 | 5794 34.76 366
200mg
Excretion 364 | 1945 3304 | 41.86 | 4571 | 4743
rate (%) 144 325 2N 219 2.06 2.03
Mean +SE.
Table 4 Serum concentration of CEX after single oral administration of L-CEX (1000 mg) to healthy male volunteers
ug/ml
Time (hr) AUC
0 0.5 1 2 3 4 6 8 12
Subjects (ug.hr/ml)
1. M. L 0.00 7.54 7.37 3.7 2.78 2.78 4.64 9.10 4.36 65.26
2. MK 0.00 3.34 7.58 7.17 3.40 2.01 4.19 4.94 0.62 45.38
3. MM 0.00 2.46 5.99 7.46 3.57 3.18 8.07 4.50 0.54 52.24
4. S M. 0.00 0.38 5.24 8.22 8.88 9.45 8.00 2.27 0.00 58.21
5. A Y. 0.00 7.56 9.49 4.58 2.55 5.81 9.68 4.61 0.87 61.67
Mean 0.00 4.26 7.13 6.23 4.24 4.65 6.92 5.08 1.28 56.55
+S.E. 0.00 1.43 0.73 0.88 1.18 1.36 1.07 1.11 0.78 3.52
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Table 5 Urinary concentration and cumulative amount of CEX

Time (hr)

0 0-2 2-4 4-6 6-8 810 10-12
Subjects

Urine volume, ml 90 160 150 125 275 425 230

LML Conc., ug/ml 0.00 1.31 0.72 1.41 1.01 0.37 0.25
Excretion amount, mg 0 210 108 176 278 157 58
Cumulative amount, mg 0 210 318 494 772 929 987
Urine volume, ml 95 170 400 300 450 130 205

2. MK Conc., ug/ml 0.00 0.92 0.31 0.16 0.37 0.57 0.18
o Excretion amount, mg 0 156 124 48 167 74 37
Cumulative amount, mg 0 156 280 328 495 569 606
Urine volume, m! 100 120 105 250 185 85 110

3 MM Conc., g/ml 0.00 1.15 1.14 0.54 0.70 1.29 0.26
o Excretion volume, ml 0 138 120 135 130 110 29
Cumulative Amount, mg 0 138 258 393 523 633 662
Urine volume, ml 60 260 245 350 290 235 215

4 SM Conc., ug/ml 0.00 0.29 0.75 0.55 0.47 0.20 0.04
Y Excretion amount, mg 0 75 184 193 136 47 9
Cumulative amount, mg 0 75 259 452 588 635 644
Urine volume, ml 140 420 325 435 285 105 100

5. AY Conc., ug/ml 0.00 0.43 0.32 0.49 0.79 1.15 0.40
o Excretion amount, mg 0 181 104 213 225 121 40
Cumulative 0 181 285 498 723 844 884
Excretion amount, mg/2hr 0 151 128 153 187 102 k7|
Mean 0 23 14 29 28 19 8
+S.E. Cumulative amount, mg 0 151 279 432 619 721 755
0 23 11 32 55 70 76

Fig. 15 Urinary concentration and cumulative urinary
excretion rate of CEX after single oral
administration of L-CEX(1000mg)

mz/ml- Urinary concentration , ]d’(‘)
——o—— Urinary excretion rate
1000 mg (n=5)
1000F 480 v
i
c
£ S
8 1
:;: leo g
£ 3
¢ 2
2
S so0r {0 £
E- El
© 3
£ =
= H {0 3
E
3
o
o s N L N
2 4 6 8 10 12 hr
Time after administration
Time (hr) 0-2 24 4-6 6-8 8-10 10-12
Concentration 0.82 0.65 0.63 0.67 0.72 0.23
(mg/ml) 042 0.33 0.42 0.05 0.44 0.12
Excretion 15.1 28.7 43.2 61.9 721 755
rate (%) 23 11 32 5.5 7.0 76
Mean +SE.

TEhbhol, FRERUE IR BtERsMEREDLX 6 fih
haol, %26, SHEMMBETR IFIHERN
B, PBERN2HTH o7, HIEFAIRETTI 8 fERIY
S8R NI 106k 9 KRS AFIR S IC L DKL, P
aeruginosa 1 Bk SHHTE L L TalEs Tz,
2 ) M BT RS RE © NRIEFID—F% Table
TWRULT, UTI AR 1238581 2FK0
RAEKRRIR I3, BRI 23R8 #H K208 (52.
6%), 5 H1(13.2%), FE1IP(34.2%), MHR
R B RHRLE K276 (T1. 0%), Bk s FIER
Ro5& 28(5.3%), FETH(18.4%)TH, BEE
IRIZE RN 1861 (47.4%), BRN1261(31.6%), HEZH8
#1(21.1%) TdH -7z (Table 8), KEHEERZIRO
RT3, BIBAP, BABP, FOHIMATE
nenl100%, 87.5%, 62.5%0DEEEEHSEONI:
B3, A T7—7FVEBED 2FTIRTh L EHTHOL
(Table 9), $EEHBIROBRSTTI, 387 5HH
S N7 | TERERT 54k 438R (79.6%) vSAFIBR ST L)
Wk U7-. BRI E. faecalis, S. marcescens 5
BE D 1 kK 340% T, LB L REJTHON
(Tablel0), % F-AHHEHHBIE L LT E. faecalis
5 ¥k St 106MES 158k L Candida 1Hc630%



voL 36 S—| CHEMOTHERAPY 877
Table 6 Clinical summary of uncomplicated UTI cases treated with CS-807
] Treatment Bacteriuria Evaluation
Case|Age| ) - Side-
Se: Diagnosis Dose Route Duiration Symptons” | Prua Species® Count| MIC UTI Dr. effects
No. |Sex (mg X /day) (days) pe /ml | (ug/ml) '
22 # # E.coli 108 0.20
1 ASC. 50%2 P.O. 5 Excellent -
F _ — —
29 + + E.coli 10° 0.20
2 ASC. 50X2 P.O. 5 Excellent -
F — - -
77 + # E.coli 108 0.20
3 ASC. 100%x2 P.O. 5 Excellent -
F _ -
S.epidermidis 1.56
+ + 2
53 E. faecalis 10 12.5
4 ASC. 200%2 P.O. 5 Good -
F _ B E faecalis s | 125
P.aeruginosa 400<
46 + + -
5 ASC. 100%2 P.O. 7 Good -
F —_ —
65 + + E.coli 108 0.39
6 AS.P. 100%x2 P.O. 7 Excellent -
F —_ —_ _
50 + - S.epidermidis 10? 3.13
7 ASC. 100%2 P.O. 4 Excellent -
F —_ — —_
45 + + S.epidermidis 10° 0.78
8 ASP. 100X 2 P.O. 5 Fair -
F - + -
2 " 4 E.coli ) 107 0.10
9 ASP. | 100x2 | PO.| 5 M.morganii 0.39 Fair -
F
p— + p—

Before treatment

 —_
After treatment

&z (Table1l), BEFID BB IZXT 2 K H D
MIC t M2 RN R DB % & 5 &, MIC251.56
pg/mIBIFD348kiZ R TiK L7228, 3.13~50ug/
mlD1¥k$ 58K, 100pg/mlk ED 5 #keh 4 BRostEgE L,
in vitro DR & DFERELSTE S 7z (Table 12),

3) WEIMEEREZR : b1 1RSI TH S5, 1A
300mg, 5 HEOBSIC & DEEHRAER, BIR, REDW
¥, WE DMK 5N, E%5318 5 iz (Table
13),

4) BIER : REI 2 HBE s nI55ERD > bEZL
Zhoi: 152K < s4flic DT B EMEWER 0B
RERBTL 72208, HERFHE (Na39) & 8K{E Na29) D&
LIS EWER 2 Bk v o T,

5) BRIRMVE(E : AU SHTHRICKRIBM, BRI,
fF- %, m¥A(CERE %30 CEMEL 2. —BMD
GOT « GPT L& (No47) & BUN _E& (No24) 3% 1
KRDSh, FHIE L OBFRsSEEDN I LS IR R

*»ZBdr otz (Table 14),
m. # =

19765 EOA Y 7 = AR TiEHF & LT CEX »568
Faniss, ZOkLIEIOKM, B-lactamase i
N2 EEROME, HEARY MDA, BRIMED
WEL EHBE S, cefradine(CED)*, cefatrizine
(CFT)®, cefaclor(CCL)®, cefroxadine(CXD)?,
cefadroxil (CDX)¥»# L S BH{ L 7o L2 L, T
5> DEORY 7 = LARPIERIDBHRRIRE b CEX L A%
724, FREHENCLE~Z L ECEELRS LTV,
E I ABBEMFE & iz cefixime(CFIX)®, T
-2588'%, cefuroxime axetil'ViZESFIC VT T 2 4
v in vitro TEN%2E L, BEORORA L7 2 ART
EFIBEZ E & KT indole (+) Proteus,
Citrobacter, Enterobacter, Serratia s ¥ D7 5 L&tk
RICOHBOTIE 2R, SERSL 72 CS-80T1E N
THBEREM 27T R-37630D 4 ffI8E (H LK B ic 4
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Table 7-1 Clinical summary of complicated UTI cases treated with CS-807
Case Diagnosis UTI Treatment Count| MIC Evaluation Side-
N Age| Sex (Underlying> Pyuria Organism st | (/i
° condition BTOUP| (mg/day) |days mi | (ug/mi) | gy pr. | Cffects
cec + E.coli ' , 0.39
107 |F 6 200 |5 E faecalis 10")  6.25 [Moderate|Excellent| -
(Renal ptosis)
cce # |Ecoli 10| 0.20
11 2| F 4 400 5 Excellent| Good -
(Renal ptosis) - -
ccC + | S.marcescens 10| 3.13
12 |55 | M 4 200 5 Moderate| Good -
(BT) + -
+ | E.faecalis 10* | 100<
ccc
M (Renal stone) 20 ° - |Ecloacae 100< Excellent -
E. faecium 100<
t+ | E faecalis 10° | 100<
CCC
14 | 64 | F . 4 200 5 E.faecalis 10°| 100< Poor Good -
(Renal ptosis) * | £ avium 10¢| 100<
ccc # | E.coli 10°| 0.20
15 33| F 4 200 5 Moderate| Good -
(Renal ptosis) + | Candida sp. <10?
CCC # | E.coli 107 0.39
16 | 58 | F 4 200 5 Excellent | Excellent -
(Urethral stenosis) - -
ccc # | S.marcescens 10| 25
17 |70 | M 1 200 5 Poor Fair -
(PC, D-stone) # | S.marcescens 10| 25
CCC + |E.coli 10* 0.20
18 73| F 4 200 5 Excellent | Excellent -
(BT) - -
ccc + | E.coli 10| 0.39
19 |71 | M 4 200 5 Excellent | Excellent -
(BT) - -
cce " E.cloacae >10"( 0.05
20 | 65| M (Neurogenic) 6 200 5 K. pneumoniae 0.05 | Excellent | Excellent -
bladder _ _
ccc + | S.marcescens 10| 0.78
21 |50 | F (Vesico-vaginal) 4 200 5 Excellent | Excellent -
Fistula - -
ccc + | K.pneumoniae 107 0.20
22 |87 | M 4 400 5 Moderate| Good -
(BT) # —
CCP # | E.coli 108 0.39
23 |64 | F 3 400 5 Excellent | Excellent -
(Renal stone) - -
CCP + | P.mirabilis 107 0.05
24 |46 | M 3 400 5 Moderate| Good -
(Renal stone) + -
ccc + |Ecoli 107 0.39
25 (69| F Neurogenic) 4 400 5 Moderate| Good -
bladder + GNF-GNR <102
ccc + | Ecoli 10| 0.78
26 |71 | F (Neurogenic) 4 400 5 Moderate| Good -
bladder + -
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Table 7-2 Clinical summary of complicated UTI cases treated with CS-807
Case Diagnosis UTI Treatment . Count| MIC Evaluation Side-
Age| Sex (Underlying) Pyuria Organism st | Cag/onl) ffects
No. Condition ETOUP| (mg/day) |days mi | weimill -y pr. | cee
ccc + | S.epidermidis 100 | 1.56
27 |8 (M BPH 4 400 5 Excellent | Excellent -
(Bladder diverticula) - -
cce # S.epidermidis 10¢ 0.78
B8 |7|F (Neurogenic) 6 200 5 A Jaecalis 0.1 IModerate| Good -
bladder + _
cce n E.coli 107 0.78
2 |64 | M (Neurogenic) 6 200 5 C.diversus 0.78 | Excellent | Excellent | Soft stool
bladder _ _
+ S.marcescens 107 50
ccCc A.odorans 50
(7N |F ( NB ) 6 200 5 Poor Poor -
Bladder stone + S.marcescens 107 50
P.aeruginosa 400
cce _ _
3|64 | M ( BPH ) 200 |5 Prcepacia 107 Poor -
Urethral stenosis + S.marcescens
E.coli 108 1.56
27| F oce 4 200 5 Moderate| Good -
(NB) -
E.coli 104 0.39
3|46 F o 4 200 5 Excellent| Good -
(Ureteral stone) _ _
E. faecalis 6.25
+ P.rettgeri 108 0.05
CCC
C. ndii 400<
U 65| M 6 00 |5 Sreundti Poor | Poor -
(PC)
+ E. faecalis 10% 6.25
C.freundii 400<
cce # C.freundii 10° | 400<
B|7B|M ( BPH ) 4 400 5 | S.epidermidis 107 | a00< |Excellent|Excellent -
Bladder stone E faecalis 6.25
cce + -
% |81 | M -
(BPH) 200 5 : ~ Good
ccc # |Ecoti 100 | 0.39
(N |F NB 4 400 5 Excellent | Excellent -
(Urethral carinacele) ~ _
CCC + | K. pneumoniae 104 0.1
B(63|F ( NB ) 4 200 5 Poor Fair -
Renal ptosis # | Efaecalis 10% 1.56
CCP + E.coli 107 0.39 Epigastric
39|5|F ( Ureter stone ) 3 400 5 Excellent | Excellent
Hydronephrosis - - discomfort
cce + | M.morganii 105 | 100
40 |s58| F (NB) 4 400 5 Moderate| Excellent -
— | M.morganii 10? 50
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Table 7—3 Clinical summary of complicated UTI cases treated with CS-807
Case Diagnosis UTI Treatment Count| MIC Evaluation Side-
Age| Sex ( Underlying) Pyuria Organism P -
No. condition 8rOUP| (mg/day) |days mi | ug/m UTI Dr. effects
+ | Paeruginosa 105 | 400<
ccc P.aeruginosa 400< )
4 | 78| F 4 400 5 E faecalis o 12.5 Poor Fair -
(Bladder diverticula) * P putida 1 100
A.calcoaceticus 25
S.aureus 1.56
E. faecalis 6.25
P.mirabilis 0.05
cce Y\ C preundii 10° 1 o7
42 (78| F 6 200 5 A.calcoaceticus 50 Moderate | Good -
(NB) Flavobacterium. sp. 0.78
_ | Sepidermidis 102 200
E. faecalis 50
cce + S.marrzs.cens 107 0.78
3(74|F 200 |9 P.reftgeri 0.05 Excellent [ -
(NB) — —
CcCP E.faecalis 107 25 o
4 (64| F 3 200 5 ate |Moderate -
(Renal stone) _
CcCP # E.coli 0.39
45 | 63| F 200 5 P.mirabilis 107 0.05 —
(Ureter stone)
S.epidermidis
P.mirabilis 107
m P.rettgeni
cce S i
46 | 65 | M 6 200 5 -marcescens Poor | Poor -
(NB)
S.eprdermidis
# | S.marcescens 107 | 50
P.aeruginosa
cce # S.epidermidis 10° 12.5
47 | 66 | F - .. 4 400 5 fExce]lent Excellent -
Radiation cystitis — —
cce # | E.coli 107 0.39
48 | 70 | M (BPH) 4 200 5 ~ — {Excellent [Excellent
P.mirabilis 0.05
* 7
A.odorans 10 3.13
CccC
E. faecalis 12.5
49 | 66 | M 5 200 5 P Good -
’ (NB) C freundii a00< | o | P
+ | Poulganris 107 1.56
S.marcescens 12.5
A.odorans 3.13
cce £ |Ecoli 10° | 0.05 "
E. t -
5 (62| F (Renal bleeding) 4 400 5 — ~ xcellent |Excellen
cce + | C.freundii 107 1.56
51 | 74| M (BPH) 4 400 5 IExcellent Excellent -
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Table 7—4 Clinical summary of complicated UTI cases treated with CS-807
—
Case Diagnosis yrp | Treatment ‘ . Count| mic | Evaluation | gige.
Age| Sex Underlying) Pyuria Organism st | Gug/m) ffects
No. condition BrOUD| (mg/day) | days mi | tug/m UTI Dr. €
+ E.coli 100 | 0.2
s2|72| F P 200 5 Poor -
(Renal stone) # E.coli 107 0.39
cce # E.coli 10" | 0.78
53 (43| F (Ureter stone) 4 200 5 — ~ Excellent| Good -
cce + Streptococcus 10°
200 -
| M (BNS) 7
Table 8 Overall clinical efficacy of CS-807 in complicated UTI
Pyuria Effect on
T Cleared Decreased Unchanged
Bacteriuria bacteriuria
Eliminated 18 3 6 27 (71.0%)
Decreased 2 2 (5.3%)
Replaced 1 1 2 (5.3%)
Unchanged 1 6 7 (18.4%)
Effect on pyuria 20 (52.6%) 5 (13.2%) 13 (34.2%) Ca*gg‘"al
l:_| Excellent 18 (47.4%)
Overall efficacy rate
i:' Moderate 12 (31.6%)
30/38 (78.9%)
D Poor or failed 8 (21.1%)
Table 9 Overall clinical efficacy of CS-807 classified by type of infection
No. of cases Overall
Group Excellent Moderate Poor efficacy
(percent) rate
1st group (Catheter indwelt) 1 (2.6%) 1 (0%)
2nd group (Post prostatectomy)
Monomicrobial
3rd group (Upper UTI) 4 (10.5%) 2 2 ( 100%)
infection
4th group (Lower UTI) 24 (63.2%) 14 7 3 (87.5%)
sub-total 29 (76.3%) 16 9 4 (86.2%)
5th group (Catheter indwelt) 1 (2.6%) 1 (0%)
Polymicrobial
6th group (No catheter indwelt) 8 (21.1%) 2 3 3 (62.5%)
infection
sub-total 9 (23.7%) 2 3 4 (55.6%)
Total 38 ( 100%) 18 12 8 (78.9%)
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Table 10 Bacteriological response to CS-807 in complicated UTI

Isolate No. of strains | Eradicated(%) | Persisted
S.epidermidis 4 3(75.0%) 1
S.aureus 1 1( 100% )

E faecalis 5 2(40.0% ) 3
S.marcescens 5 2(40.0%) 3
E.coli 17 17( 100% )
P.mirabilis 4 4( 100% )
P.retigen 2 2( 100%)
M.morganii 1 0( 0%) 1
C.freundii 4 3(75.0% ) 1
K.pneumoniae 3 3( 100% )
E.cloacae 1 1( 100% )
C.diversus 1 1( 100% )
P.aeruginosa 1 0( 0%) 1
A.odorans 2 1(50.0% ) 1
A.calcoaceticus 1 1( 100% )
A.faecalis 1 1( 100% )
Flavobacterium sp. 1 1( 100% )

Total 54 43(79.6% ) 11

Table 11 Strains appearing after CS-807
treatment in complicated UTI

Isolate No. of strains(% )
E faecalis 5(31.3)
S.epidermidis 1 (6.3)
S.marcescens 1 (6.3)
P.aeruginosa 2(12.5)
Candida sp. 1 (6.3)
P.vulgaris 1(6.3)
C.freundii 1 (6.3)
P.putida 1 (6.3)
E.avium 1 (6.3)
A.calcoaceticus 1 (6.3)
GNF—-GNR 1 (6.3)

Total 16(100% )

VZuRFSANRENA F Y IFNVEIAT MES S
3 ZLick DRORINMZ MO prodrug TH 3,
UTI 2¥d i3 2 R-3763, CEX, CCL, CMX o
MICRHIEL . RXDOMM T, R-376311 E.
Jaecalis R TRTOWRCHL CEX & D3LHE
NERL, i</ 7 LRI L Tid CEX, CCL
& D 3~10EIRBN T\ 7z, HilHe s> iTHB A~
7 PVOBRTIZEN T3 CFIX T-2588b, &O
BED R TIRBFEDOEF L DD, MlhmE, R
WMELE I BBETHL 12,

#213 CS-807 100mg, 200mg, L —CEX1000mg %
7 QAA—N—TREORS L, MFFRE, Rebdhtts
WAt L7, CS-807 100mg, 200mgi¥S5BED Cmax i 7
n¥hl.64, 3.41ug/ml, RPMEOC—7i24~6
KB TN TNE2.44, 277.62ug/ml, 12858% 0D
RPEULRIZFNF46.7, 47.4%THD, CFIX,
T-2588& D & REFZRIUE R R B RSNz,

HRRENTTE S, BIEEH OB 5, AN
FEOROMAY 7 x ARBAAITIIEERIROR 5
B FRERYE TN L T & 572 ) ORSSHHF Sz,
SRS U 7B ERBSRBAEASEID 5 & UTI 4
BEL 72388t 5B ERRHEILTI. 0% LHIFED
ThHotehs, EBFIERETZ S NCHIEERRE0 S,
45 —7 VEBHI® E. faecalis, P. aeruginosa 3BIE
Bhoxtd 2 EWRIEBETH o7, 71 BRSRIE
YOS TCIX, NREED back ground IZERH5 b
DD, 200mghr5EE69.6% (16/23) & D 400mght55£93.
3% (14/15) TRV ERIEHSE S h, HERIHRMEIE
XL Tid 1 B400mgi 5 OB RELTRR E NIz,

B-lactam Fi3 A OMMFREE BRI ER T 50
T, BEMNEL, EEERCERSR LW IFRE
BL TS, ITESE L -RREROTI I BIEEAE
®, 78 7—AEERR L OBWERSED b
bH DY, SEMETL T CS-807CIRER DML
K24, —B&%D GOT - GPT 8L BUN O L&H
B 1BEIDIDHTHY, FROREWHHI L
=¥ (A

BUEDRR#ED & CS-807i, BFOEOY 7 = 5%
AR BERIEDE 7 5 LRAHISEC X 5 RESRSE
AL T bR T E, BRMOBWEAT
b5 LfEEINI,
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Table 12 Relation between MIC and bacteriological response to CS-807 treatment in complicated UTI

MIC(ug/ml) Inoculum size ; 10°/ml
Isolate
=0.20| 0.39 | 0.78 1.58 3.13 6.25 12.5 25 50 100 100< | not done Total
S epidermidis 11 | 11 1/1 0/1 3/4
S.aureus 1/1 1/1
E faecalis 1/3 1/1 0/1 2/5
S.marcescens 1/1 1/1 0/1 0/1 0/1 2/5
E.coli 5/5 8/8 3/3 1/1 17/17
P.mirabilis 3/3 1/1 4/4
P.retigeri 1/1 1/1 2/2
M.morganii 0/1 0/1
C freundit 1/1 1/1 1/2 3/4
K.pneumoniae 3/3 3/3
E.cloacae 1/1 1/1
C.diversus 1/1 1/1
P.aeruginosa 0/1 0/1
A.odorans 0/1 1/1 1/2
A.calcoaceticus 1/1 1/1
A faecalis 1/1 1/1
Flavobacterium 1/1 1/1
Total 14/14 | 8/8 8/8 4/4 1/2 1/3 1/1 1/2 2/3 1/5 2/4 43/54(79.6%)

No. of strains eradicated/No. of strains isolated

Table 13 Clinical efficacy of CS-807 in gonococcal infection with CS-807

Case Urethral Micturition Evaluation Side-
Age Sex . Pyuria N.gonorrhoeae Dose/day Response
No. discharge pain day effect
B # B # B # B #
55 16 M 300 mg 5th Excellent -
A - A - A - A -

B: Before the administration
A: After the administration
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CS-807 IN URINARY TRACT INFECTION

TosHIHIRO GOoTO, MOTOSHI KAWAHARA, TSUYOSHI SHIMADA, KouicHI OTOSHI,
NiIcHIRO SAKAMOTO and YOSHITADA OHI
Department of Urology (Director : Prof. Y. OHI), Faculty of Medicine, Kagoshima University, Kagoshima
SHINICHI NAGATA and MASATAKA MASUDA
Division of Urology, Saga prefectural Hospital, Saga
AKINORI HANAFUSA and SABURO TAKE
Division of Urology, Miyakonojo National Hospital,Miyakonojo
Kazuya KAWAHARA
Division of Urology, Ibusuki National Hospital, Ibusuki
Koujt IKEDA and SHINICHI MAKINOSE
Division of Urology, Kagoshima Prefectural Hospital, Kagoshima
TAKkASHII KAWABATA

Division of Urology, Kimotsuki Medical Association Hospital, Kagoshima

We studied CS-807, a new oral cephem antibiotic, experimentally and clinically in urinary tract infection
(UTD).

Antibacterial activity of R-3746 against Gram-negative bacteria isolated from patients with UTI were 3 to
6-times more potent than cephalexin and cefaclor.

A cross-over study in which 100 mg and 200 mg CS-807 were administered to five healthy volunteers showed :
Cmax 1.64 and 3.41xg/ml, Tmax 3.0 and 3.4 h, t,,;2.35 and 2.24 h and AUC 8.00 and 17.09ug+h/ml,
respectively. Urinary recovery rate (0-8 h) was 40.78 % and 41.86 %.

CS-807 was administered at 100-400 mg per day for 5-9 days to 9 patients with acute uncomplicated UT]I,
1 with gonococcal urethritis and 45 with chronic complicated UTI. Clinical efficacy rates were evaluated by
the attending doctor as 77.8 % in acute uncomplicated UTI and 100 % in gonococcal urethritis. In 38 cases
of chronic complicated UTI, the overall clinical efficacy rate according to the Japanese UTI Committee’s
criteria was : excellent in 18, moderate in 12 and poor in 8 cases.

As to side-effects, epigastric discomfort and soft stool were each noticed in one case and transient elevation
of S-GOT, S-GPT, and slight elevation of BUN were observed in one case each.



