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Fig. 1 Chemical structure of CS-807 and R-3763
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Table 1 Antimicrobial activity of R-3763 (10%cfu/ml)

, No. of
Organism strains R-3763| CCL | CEX | CXD
Haemophilus aegyplius| 4 0.39 25 50 3.13
Moraxella lacunata 7 <0.20| 0.39 | 0.20 | 0.20
. 0.39~ |1.56~ |1.56~ |1.56~
S pneumoniae 8 0.78| 12.5 6.5 6.2
, § 0.78~ {0.39~ [0.39~ [0.20~
C.diphtheriae 4 3130 0.78| 1.6 0.3
N.gonorrhoeae 1 <0.20| 0.20 0.20 | 0.20
, 0.39~ 10.20~
S. haemol; 2 <0. .
emolyticus 0.20( 0.39 1.56| 0.3
i .. 12.5~
S.mitior (Viridans) 2 1.56 50 50 6.25
S.aureus 4 1.56~ |0.78~ |0.78~ |0.78~
) 3.13 3.13 1.56| 3.13
P.aeruginosa 2 >100 | >100 | >100 | >100
S.aureus 209p 1 1.56 0.78 1.56 1.56

Fig. 2 Drug susceptibility of S.aureus (20 strains)
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Fig.3 Aqueous humor and serum levels of CS-807
(rabbit eye, 50mg/kg p.o.)
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Table 2 Clinical results of CS-807 treatment
Age Daily Days of Total
No. Diagnosis Eye Organism dosage dose Effect Side-effect
Sex (mg) administration ®
1 16 F | Blepharitis OS | S.aureus 100%2 7 1.4 Excellent -
2 | 40 M | Blepharitis 0S (=) 100%x2 7 1.4 Fair -
3 | 12 F | Blepharitis Both (=) 100x2 7 1.4 Good -
4 35 F | External hordeolum OD | S.aureus 1002 7 1.4 Fair -
5 | 16 M | External hordeolum 0S (=) 100%2 7 1.4 Good -
6 29 F | External hordeolum OS | S.epidermidis 100x2 7 1.4 Good -
7 13 M | External hordeolum Both | S.aureus 50%2 7 0.7 Good -
8 34 F | External hordeolum OD | S.epidermidis 100%2 7 1.4 Good -
9 16 F | External hordeolum OD | S.aureus 100x2 7 1.4 Good -
A.calcoaceticus
10 | 53 F | External hordeolum OD | S.ochonil 100x2 7 1.4 Good -
S.sanguis
11 | 32 M | External hordeolum OD | S.epidermidis 100%2 7 1.4 | Excellent -
12 | 56 F | External hordeolum os Sthominis 100x2 7 1.4 | Excellent -
S. haemolyticus
13 | 51 M | External hordeolum oS S epidermidis 200X2 7 2.8 Good -
Corynebacterium
14 | 30 F | Meibomianitis OD | Corynebacterium 100Xx2 7 1.4 Fair -
15 | 76 F | Meibomianitis oD S epidermidis 100x2 7 1.4 Good -
Torulopsis glabrata
16 | 18 M | Meibomianitis oD (=) 100%2 7 1.4 Fair -
17 | 61 M | Meibomianitis 0S | S.epidermidis 100X 2 7 1.4 Good -
18 10 F | Meibomianitis 0S | S.epidermidis 50%2 7 0.7 Fair -
19 | 32 F | Meibomianitis OD [ S.epidermidis 100X%2 7 1.4 Good -
S. haemolyticus
20 | 16 M | Meibomianitis OD | Bacillus 100%2 7 1.4 | Excellent =
S.epidermidis
21 | 11 F | Meibomianitis OS | S.aureus 50%2 7 0.7 | Excellent =
22 | 41 F | Meibomianitis OD | Propionibacterium acnes | 100X2 5 1.0 Good -
23 | 29 M | Meibomianitis OD | S.epidermidis 200X2 8 3.2 Good -
24 | 40 M | Meibomianitis OS | Staphylococcus 100X2 4 0.8 Good -
25 | 39 F | Meibomianitis OS | S.aureus 100x2 10 2.0 Good -
26 | 67 F | Meibomianitis (O8] Siaureus 100X2 8 1.6 Good -
Corynebacterium
27 | 32 F | Lid abscess OD | S hominis 100x2 7 1.4 Good -
28 | 50 F | Acute dacryocystitis OD | S.aureus 100%x2 7 1.4 Good -
29 | 70 F | Acute dacryocystitis 0S | K.pneumoniae 100%x2 10 2.0 Good -
30 | 63 F | Acute dacryocystitis oD (=) 100X2 7 1.4 Good -
GPR
31 37 F | Chronic dacryocystitis OS | Peptostreptococcus 100%x2 7 1.4 Good -
S.epidermidis
32 | 67 F | Chronic dacryocystitis | OD | S.epidermidis 100X2 7 1.4 Good -
33 | 78 F | Chronic dacryocystitis | OD | Streptococcus 100X2 7 1.4 Good -
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Table 2 Clinical results of CS-807 treatment
Age Daily Days of Total '
No. Diagnosis Eye Organism dosage L ) dose Effect Side effect
Sex (mg) administration ®
Pseudomonas
34 | 85 F | Chronic dacryocystitis | OD 100x2 7 1.4 Good -
GNF GNR
S.haemolyticus
35 | 53 F | Chronic dacr, OS | P.cepacia 100%2 14 2.8 Excellent -
GPR
36 | 63 F | Chronic dacryocystitis | OS | S.epidermidis 100%2 7 1.4 Fair -
GNF GNR
37 | 70 M | Keratitis Both 100%2 7 1.4 Excellenf -
S.hominis
38 | 36 M | Keratitis oS (=) 1002 7 1.4 Good .
Unnamed 1V.C2
39 | 34 F | Keratitis oD 100%x2 7 1.4 Fair -
GNR
40 | 38 M | Corneal ulcer oD (=) 100%2 7 1.4 Good -
S.epidermidis
41 | 32 M | Corneal ulcer oD 100%2 7 1.4 Good -
Peptostreptococcus
S.epidermidis
42 | 60 M | Corneal ulcer oD 100%2 10 2.0 Good -
Conynebacterium
Table 3 Clinical effects of CS-807 Table 4 Clinical effect of CS-807 classified by isolated organisms
Effect Effect
Diagnosis No. Organism No.
Excellent | Good | Fair | Poor Excellent | Good | Fair | Poor
Blepharitis 3 1 1 1 S.aureus 7 2 4 1
External hordeolum 10 2 7 1 S.epidermidis 9 1 6 2
Meibomianitis 13 2 8 3 Staphylcoccus 2 2
Lid abscess 1 1 Streptococcus 1 1
Acute dacryocystitis 3 3 K. pneumoniae 1 1
Chronic dacryocystitis 6 1 4 1 Corynebacterium 1 1
Keratitis 3 1 1 1 Propionibacterium acnes 1 1
Corneal ulcer 3 3 2 strains| 9 2 6 1
Polymicrobial
Total 42 7 28 7 3 strains| 4 2 2
Total 35 7 23 5
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BASIC AND CLINICAL STUDIES ON CS-807
IN OPHTHALMOLOGY

Masao OoisHl, Fujio SAKAUE, AKIKo Oomomo, HirosHI TAzawa and MARIKO MOTOYAMA
Department of Ophthalmology, school of Medicine, Niigata University, Niigata

CS-807, in its active form R-3763, showed antimicrobial effect against a spectrum of Gram-positive and
-negative bacteria, as did cefaclor (CCL), cephalexin (CEX) and cefroxadine (CXD).

Susceptibility of 20 clinical isolates of S. aureus to R-3763 ranged from 1.56 to= 100z g/ml, showing a peak
at 3.13ug/ml. Penetration into the aqueous humor of the anterior chamber reached a peak of 1.56ug/ml 2
h after oral administration of 50mg/kg CS-807 to white mature rabbits, and the rate of anterior chamber to
blood concentration was 6.07%. The concentration began to decrease thereafter, and was 0.26xg/ml after 6
h. Ocular tissue concentrations 2 h after administration were 6.05-12.43xg/g in extraocular tissues and 0.02
-13.8xg/g (or per ml) in intraocular tissues. To determine the clinical effect of CS-807, 42 patients with
blepharitis, external hordeolum, meibomianitis, lid abscess, acute or chronic dacryocystitis, keratitis or
corneal ulcer were given CS-807 orally at a dose of 50-200mg twice a day. Clinical response was excellent 7,
good 28, and fair 7, the efficacy rate being 83.3%. No adverse reactions or side-effects were found in any of
the patients.

These results indicate that CS-807 administered twice daily in smaller doses than those of conventional oral

cephems is not only effective for mild to moderate ocular infections, but also a safe and useful antibiotic.



