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REBEC TRINEh, BEEOHRRNIATF—¥
W& D IANEE D CHEEEEFET 2 R-3763L L
TMHICBITT S, VbW 2 prodrug TH 2,

R-3763ix 7/ 7 L 3tE, BB CLBEZAEARY

MLEEL, S pneumoniae, S. pyogenes, E. coli, K.
pneumonige, H. influenzae \Z I3 CEBOHIENEET
Ath, Enterobacter, Servatia, indole(+) Proteus R,

BEOEOX 7 = AROHRBEASRIZ R > - EER b
BORENEE T LERBLELTWVLS,

4@, CS-807ic2WwT, BIN - BEM D BRI 21T
3 k& biz, WERBRYYE NS 2 2450 B 3 % 34
HIDT, TNSDEMMELUTICRET 5,
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BERABTFEEE 6 4 CS-807 200mg (100mg,

2%¢), CCL250mg# 78 & U AMPC250mg % 7

LR RE, 0FCAREELEOMbRE, Kb
% cross over ki THETL 7z (Table 1),

Table 1 Summary of healthy male volunteers

Name Age (years) Body weight (kg)
H.N. 21 79.2
M.A. 21 73.7
K.S. 21 77.6
T.Y. 21 79.8
KK. 21 75.0
Y.L 20 73.0
MeantSE. 20.8+0.17 76.411.2
1) Mo

IRAE%, CS-807ik, 0.5 1, 2, 3, 4, 6, 8
12850 Rm L, R-37630MhME R EL 720 CCL,
AMPCI30.5, 1, 2, 3, 4, 6, 8% WM
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L, M xRE L7, 2) BRepHE

MmEMEDRIEIR, Morganella morganii IFO 3848 CS-807ic D\ T3, MAR%0~2, 2~4, 4~6,
BARTEE L LI-WET 4+ R 7T, IREEHROME 6~8, 8~10, 10~128§MIR, CCL, AMPCiZ 0
Buzizt b =g £V, ~2, 2~4, 4~6, 6~BEMRICOVWTENFN

FRPMELHIEL, CHUCEREOREER U TRP

Table 2 Serum levels of CS-807, CCL and AMPC in 6 healthy volunteers, cross-over study

Serum levels (ug/ml)
Drug Case
0.5 1 2 3 4 6 8 12
HN. 0.26 1.16 1.96 2.05 1.78 1.13 0.61 0.19
MA. 0.80 1.70 1.93 1.75 1.55 0.87 0.37 0.09
KS. 0.80 2.16 2.79 2.35 1.8 0.91 0.40 0.09
Cs807 TY. 0.63 1.45 1.87 1.56 1.16 0.61 0.28 0.08
200 mg KK. 0.16 0.60 1.26 2.07 2.45 1.69 0.83 0.18
YI 05 1.06 2.12 2.04 1.77 0.78 0.39 0.09
Mean 0.47 1.36 1.99 1.97 1.76 1.00 0.48 0.12
+ + t * * + + + +
SE. 0.13 0.2 0.20 0.11 0.17 0.15 0.08 0.02
HN. 0.13 0.48 3.77 1.53 0.45 0.06 0.00
MA. 0.00 0.13 4.02 1.94 0.46 0.04 0.00
KS. 0.00 0.15 3.63 2.21 0.71 0.06 0.00
ceL TY. 0.06 0.86 2.87 112 0.29 0.00 0.00
%50 mg KK. 0.00 0.09 2.78 2.00 0.57 0.04 0.00
Y1 0.00 0.17 2.14 3.12 0.69 0.05 0.00
Mean 0.03 0.31 3.20 1.99 0.53 0.04 0.00
+ + + + + + + +
SE. 0.02 0.12 1.29 0.28 0.07 0.01 0.00
HN. 0.01 0.30 1.76 2.81 1.7 0.54 0.11
MA. 0.00 0.00 0.13 2.58 2.3 0.64 0.06
KS. 0.00 0.04 0.57 2.77 1.98 0.65 0.12
AMPC TY. 0.76 2.72 2.00 0.78 0.37 0.08 0.02
250 mg KK. 0.00 0.02 0.28 0.99 1.94 0.7 0.10
YL 0.00 0.23 0.84 2.03 2.19 0.50 0.09
Mean 0.13 0.55 0.93 1.99 1.7 0.52 0.08
+ + + + + + + *+
SE. 0.13 0.44 0.32 0.37 1.29 0.09 0.02
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Table 3 Pharmacokinetic parameters of CS-807, CCL and AMPC in 6 healthy volunteers
C Ka Kel T Cmax Tmax AUGS
ane (hr ) (hr™) (hr) (ug/mi) (hr) (ughe/mi)
H.N. 0.576 0.358 1.9 2.05 2.6 12.54
MA. 0.879 0.328 2.1 2.01 2.0 11.04
KS. 0.959 0.393 1.8 2.79 1.9 13.20
Cs-807 T.Y. 0.999 0.380 1.8 1.85 1.9 8.80
200 mg
KXK. 0.459 0.307 2.3 2.09 3.4 15.34
Yl 0.644 0.436 1.6 2.07 2.4 10.78
Mean 0.753 0.367 1.9 2.14 2.4 11.9
+SE. £0.091 £0.019 £0.1 +0.13 0.2 +0.92
H.N. 4.351 1.195 0.6 3.75 2.0 5.11
MA. 3.554 1.490 0.5 4.33 2.2 5.4
KS. 3.905 1.171 0.6 4.11 2.2 5.87
ccL TY. 2.407 1.217 0.6 3.55 1.5 5.86
250 mg
KK. 4.932 1.274 0.5 3.98 2.2 5.00
YL 7.570 1.502 0.5 7.85 2.2 7.80
Mean 4.453 1.308 0.6 4.60 2.1 5.85
+SE. +0.713 +0.061 £0.0 +0.66 +0.1 + 0.42
H.N. 1.923 0.639 1.1 3.00 2.6 8.13
MA. 1.155 0.700 1.0 2.66 3.1 8.21
KS. 1.386 0.697 1.0 2.76 2.9 7.95
AMPC TY. 1.743 1.032 0.7 2.80 1.2 5.81
250 mg
KXK. 0.715 0.546 1.3 1.47 3.5 6.42
Y.L 0.616 0.431 1.6 1.72 2.9 9.15
Mean 1.256 0.674 1.1 2.40 2.7 7.61
+SE. +0.217 +0.083 £0.1 £0.26 +0.4 + 0.5
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Fig. 1 Serum levels of CS-807, CCL and AMPC
in 6 healthy volunteers, cross-over study
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Fig. 2 Urinary excretion of CS-807, CCL and AMPC in 6 healthy volunteers, cross-over study
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Table 5 Clinical results of CS-807 treatment
CS-807 Response
linical ti Side-
No.| Case | Age/Sex (':lmca' Cau5§ ive . . e Remarks
diagnosis organisms Daily dose | Duration L X . effects
Clinical | Bacteriological
(mg) (days)
Acut d
1| KH | 30/F cute P.mirabilis 200 @ays) | Good | Eradicated -
cystitis 6
Acute . .
2 | FM 24/F . E.coli 200 7 Good Eradicated -
cystitis
Acut E.coli Eradicat
3| vs | w/F cate con 200 6 Good radicated -
pyelonephritis S.saprophyticus Decreased
A t ti I- lithiasi:
4| MN. | ss/F SYmpromatic | g coli 200 7.5 | Good | Eradicated — | VUrolithiasis
bacteriuria Liver damage
holelithiasi
5| T.T. | 27/M | Cholecystitis N.D. 200 15 Good | Inevaluable | — | Cholelithiasis
suspect
BiEERL, FHIORIEFENLT1SZE, 1H2ME w3, k7, SEIIREEEDS, TN - HRit 2L

BETHEASh CHOERIRSIFS S 3L o0
%o

K2, FRIOEREHONREEE I L, 18
2EGH195% % LHTE Y, WK - RESEIYES
ke LLBEETR% L, METREF/RIBONT

7258, CS-807TDEMED—> L LT, BBREBEEDHIE
VIR, AUCHSZ oS I & anTEsh,
IO EiE, ZRERRHCRARL 7B, BRHCASNATL,
EHEEET 5 2 ek, WATEEET—DODRAE
Wwx kI,
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Table 6 Laboratory data before and after CS-807 administration
No. Case RBC Hb PLT GOT GPT ALP BUN SCr
’ (X104 (g/dD) (X104 (mU/ml) (mU/ml) (BLU/) (mg/d1) (mg/d1)
1 KH B 384 11.6 19.6 16 6 1.3 12 0.8
’ A 391 12.0 19.8 13 6 1.3 13 0.7
2 M B 491 13.6 29.0 131 161 1.7 9 0.8
' A 469 12.7 37.4 51 79 1.4 13 0.8
3 Ys B 416 13.5 13 6 1.2 12 0.8
- A 418 13.5 24.0 16 10 1.3 10 0.8
B 434 13.6 19 14 1.8 17 0.9
¢ M.N A 448 14.0 28 27 2.0 16 11
B 559 16.3 17 19 2.1 13 1.1
5 .T.
TT A 543 15.6 19 30 1.8 1 L1

B :before A:after

CS-807 ER gkt 12, ARFA% 2~4 BFMIT236.5
ug/mOBERE LT, 1208%TH15. 1ug/mD
WMEERL TV, 0~126COREINEIZ39.6% &
CCLD62.6% & D ixdr7 DEETH -7, CS-807id
ML ERttsnz bon, PETHZZ EoSRAS
hi: CS-807TDHEMIFEAD % £ 5 5 VL iZBEANTH
Rah, EhioiRtxns Litflshz,

2. ERPRAE

S H, NEREERBRAEED & MR 3 BEEIZ DL T,
B-lactamase EARHSHHIL T3 Z LoMEIEE N T
WaHH, BEX 7% 0K, 8
-lactamase ICRE R & & 55 CS-807D—2DHE L L
TLiFshns,

4, WERESSE 5 iz CS-807% 1 H200mg,
6 ~15BMS L, 2FCEMDRE: 2 72, EHlL

FREETRYAE 4 B, BHD S # 1 I THREBIISshTvn
Vi, FEHOmEDS AN, SUEBRGESNEDE—
RIDOE%R L5 H influenzae i~ %43 3 CS-8070
MICgi30.2ug/mlE BN TH Y, FRFERFETHE
KEOERELAF S h 5, REBIGEL D RSN
E. coli, P. mirabilis 3@ S h Tz,

SRIOBETTIE, 58 VERITIRH 5 0BIERB X
URREERE BB ko, LrLEAt
7 2 AR DL AT NBIOIERTH B RT, TVI¥—
Kit, MR, FREER YicowTid, Sk bt
D ERBLBTHLLEZONS,

X [/
1) BBEIBR(FREFSRE, HELVEITAL
CS-807, a0, 1987,
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BASIC AND CLINICAL STUDIES ON CS-807

KHovA SHIBA, ATSUSHI SAITO, JINGORO SHIMADA, MASAHISA OHMOR],
TaKEHISA YAMA]JI, TosHio Hojo, MasaNoBuU KaJl, SHINICHIRO OKUDA, SElI Horl and
TADASHI MIYAHARA
Second Department of Internal Medicine, School of Medicine, Jikei University, Tokyo
Y asusH! UEDA
School of Medicine, Jikei University, Tokyo

The absorption, excretion and clinical efficacy on CS-807 were investigated and the following results were
obtained.

1) Absorption and excretion

Serum levels of CS-807 in six healthy male volunteer reached a peak of 1.97ug/ml 2 h after an oral dose
of 200mg 30 min after meals and then declined gradually with a serum half-life of 1.9 h.

In a pharmacokinetic study of CS-807, cefaclor(CCL) and ampicillin(AMPC), both at doses of 250 mg,
serum half-life of CS-807 was longer and its AUC was higher.

The 0-12 h cumulative urinary recovery rate of CS-807 was 39.6% and for CCL and AMPC, 62.6% and 48.
1% in 0-8 h.

2) Clinical results

CS-807 was administered to five patients with internal infections, at a daily dose of 200mg for 6-15 days.
Clinical response was good in all cases. Bacteriologically, all strains of E. coli and P. mirabglis, except S.
saprophyticus, were eradicated.

No side-effect or abnormal laboratory value were observed.



