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Table 1 Serum level in human volunteers after administration of CS-807 (200 mg, p.o.)
Serum concentration (ug/ml)
C::.e Time after administration (h)
0.5 1 2 3 4 6 8 10
1 0.00 1.61 3.25 2.69 2.59 1.27 0.75
2 1.57 2.48 2.73 1.95 1.66 0.88 0.31
3 1.03 2.06 2.29 1.80 1.51 0.88 0.38
4 1.01 2.17 2.62 3.43 2.32 0.90 0.43
5 0.83 1.61 2.45 2.35 1.77 0.89 0.28
Fasting 6 2.66 3.32 3.58 3.72 3.39 1.51 0.97
7 1.06 1.95 2.52 2.84 2.62 1.75 0.79
8 1.21 1.70 2.09 2.66 2.20 0.90 0.41
9 0.00 0.26 2.01 2.08 2.01 1.15 0.57 0.29
10 0.00 0.00 0.62 1.14 1.55 1.28 0.87
11 0.21 1.27 2.32 1.64 1.57 0.95 0.33
Mean 0.87 1.68 2.41 2.39 2.11 1.12 0.55
+S.D. 0.81 0.94 0.76 0.77 0.59 0.30 0.25
1 0.21 0.68 1.65 1.55 1.49 0.74 0.32 0.20
2 0.53 2.60 3.16 2.16 1.96 1.13 0.39 0.16
3 0.00 1.08 1.44 2.21 1.82 1.32 0.91 0.47
4 0.24 1.49 3.12 3.49 3.24 2.06 0.90 0.26
5 0.62 1.14 3.40 3.53 2.24 1.20 0.43 0.13
After meals 6 0.38 1.61 1.89 2.41 2.08 1.84 1.07 0.43
7 0.81 1.65 1.73 1.75 1.57 0.78 0.32 0.09
8 1.91 2.32 2.38 2.06 1.80 1.20 0.39 0.14
9 0.00 1.35 2.23 2.23 2.00 1.35 0.66 0.16
10 0.00 1.29 2.03 2.07 3.16 2.06 1.1 0.45
11 0.00 0.28 1.11 2.00 2.25 1.49 0.84 0.00
Mean 0.43 1.32 2.19 2.31 2.15 1.38 0.67 0.23
+S.D. 0.57 0.71 0.7 0.64 0.45 0.31 0.16
Fig. 3 Serum concentration of CS-807 after administration
of 200mg to human volunteers
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Fig. 4 CS-807 concentration in blood after tooth extraction
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Table 2 Clinical results of CS-807 administration
Case Administration MIC ug/ml Score Evaluation
(10CFU/ m)) Drs
n0. | Growp| Disease Isolated organism by uati Remarks
daily dose | duration | total Id |, . .. |evaluation
Age, Sex route (gXtimes) | (days) | (g) R-3746 | Per o Ratio [ criteria
1
Al 1 | Periodontitis | P.O. | 0.2%2 6 2.4 12| 3 [0.25]| Excellent Good
BF
2
E.T. 1 Periodontitis [ P.O. | 0.2X2 8 3.2 | E. faecalis 25 14] 5 (0.36| Effective Good
37F
3 Peplostreplococcus 0.39
KO. | 1 |Periodontitis | PO. | 0.2x2 | 6 |z2.4 | Cubactriomlentim | 20.05 1o}yl 57| Excelient | Excellent
9 F S. haemolyticus 0.78
Streptococcus sp. 0.20
4
K.A. | I | Periodontitis | P.O. | 0.2X2 4 1.6 (=) 12| 7 ]0.58] Effective Good
41 M
5
TS. I | Periodontitis [ P.O. | 0.2X2 8 3.2 (=) 15| 2 ]0.13| Excellent | Excellent
43 F
6
S.S. I Periodontitis | P.O. | 0.2X2 6 2.4 | Corynebacterium sp. 0.39 (14| 9 |0.64| Effective Good
49F
7 Peptostreptococcus 0.39
S.H. I | Periodontitis | P.O. | 0.2X2 4 1.6 tetradius ! 18| 11 |0.61| Effective Good
59 M S.sanguis 0.10
8
I.B. I | Periodontitis | P.O. | 0.2X2 4 1.6 12| 6 |0.50| Effective Good
UM
9
S.N. II | Pericoronitis | P.O. | 0.2X2 3 1.2 15| 10 |0.67 | Effective Good
3ITM
10
KIL II | Pericoronitis | P.O. | 0.2X2 8 3.2 11| 5 ]0.45| Effective Good
25M
11
K.N. II | Pericoronitis | P.O.| 0.2X2 3 1.2 13| 13 | 1 | Ineffective Poor
23 M
12
CN. | II | Pericoronitis| P.O. | 0.2X2 | 2.5 |1.0 11| 2 |0.18| Excellent | Excellent | Diarrhea
23 F
13
MO. | I Osteitis PO.| 0.2%x2 4 1.6 | Veillonella sp. 0.78 [ 16| 7 |0.44| Effective Good
65 M
14
TK. m Osteitis P.O. | 0.2%X2 4 1.6 | S.mutis <0.05 [15| 2 |0.13| Excellent | Excellent
52 M
15
YM | I Osteitis P.O.| 0.2X2 4 1.6 | Eubacterium sp. | 0.05 |22 | 11 |0.50] Effective Good
29 M
16
K.J. m Osteitis P.O.| 0.2X2 8 3.2 (=) 21| 14 |0.67 [ Effective Fair
28 M
Streptococcus sp. 0.20
17 GNR =0.05
MH. | m Osteitis P.O.| 0.2%2 10 4.0 | Eubacterium lentem | <0.05 [ 20| 4 [0.20{ Excellent | Excellent
29 M Peplosheploct?tm <0.05
anaerobius
18 GNR <0.05
S.T. m Osteitis P.O.| 0.2X2 8 3.2 | Smilleri 0.20 {17 | 11 |0.65| Effective Good
32ZM S.intermedius 0.39
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Organism

Table 3 MIC of R-3763 against isolated organisms

MIC : 10°CFU/ml (ug/ml)
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Total

MIC of CCL against isolated organisms
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MIC of CEX against isolated organisms

MIC : 10°CFU/ml (ug/ml)

Organism

S0.05( 0.1 0.2 0.39

0.78

1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<

Staphylococcus haemolyticus

1

Streptococcus

Streptococcus mitis

Streptococcus sanguis

Streptococcus milleri

Enterococcus faecalis

Corynebacterium

GNR 1

Peptostreptococcus micros

Peptostreptococcus tetradius

Peptostreptococcus anaerobius 1

Streptococcus intermedius

Veillonella ]

Eubacterium 1

Eubacterium lentum 2

Total 3 3

Table 4 Effect. of CS-807 treatment

No. of
Disease Excellent | Effective | Ineffective
cases
Periodontitis 8 3 5
Pericoronitis 4 1 2 1
Osteitis 6 2 4
Total 18 6 11 1
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T#, 10%cfu/ml® MIC 2463, CCL, CEX iZttig
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LABORATORY AND CLINICAL STUDIES ON CS-807
IN THE FIELD OF ORAL SURGERY

HARrRUO SAKAMOTO, TAKASHI MORISHIMA, MASATAKA UEMATSU, YOSHIHIDE OOTA,
TOKIKO SEKIGUCHI, JIRO SASAKI

Department of Oral Surgery, School of Medicine, Tokai University, Isehara

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

1) 20mg/kg of CS-807 was given orally to NZW rabbits to measure the distribution of CS-807 in to various
tissues, and a pharmacodynamic analysis was carried out.

Tmax and Cmax of the serum level of CS-807 were 0.88h and 13.8ug/ml, and the transfer to each tissue
was: Tmax 0.92h and Cmax 11.0ug/ml in the tongue ; Tmax 0.80h and Cmax 14.0ug/g in the gingiva;
Tmax 0.76h and Cmax 12.2xg/g in the parotid gland ; Tmax 0.72h and Cmax 7.38¢g/g in the submandibular
gland ; Tmax 0.51h and Cmax 7.38ug/g in the cervical lymph node ; and Tmax 1.09h and Cmax 3.20ug/g
in the mandibula.

2) 200mg of CS-807 was administered to 11 healthy volunteers to compare the serum level of CS-807
between fasting and non-fasting administration. With the former, the peak level appeared within 2h in 6
subjects and within 3h in 5 subjects, the mean of the serum peaks being 2.86ug/ml. After meals, the peak
appeared within 3h in most cases, the mean being 2.56xg/ml. Four subjects had a higher peak with nonfasting
than with fasting administration. Two subjects showed approximately the same mode of transfer. Some
subjects had better serum transfer with postprandial than with fasting administration.

3) To examine blood concentration at the wound site after exodontia, 200mg of CS-807 was given to 131
subjects and the blood after extraction was sampled for measurement. Considerable individual difference was
observed, when the target was set at 0.39xg/ml, however, 90% of the cases showed levels exceeding the
traget level.

4) The result of administering CS-807 to 18 cases of odontogenic infection was an efficacy rate of 94.4%.
Mild diarrhea was observed in one case, but no severe adverse effect was seen, or abnormal clinical test value
observed.

We thus consider CS-807 to be an antimicrobial useful against bacterial infection in the oro-facial field.



