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Fig. 1. Chemical structure of BMY-28100.
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Haemophilus aegyptius(4)12.5 g/ ml, Morazella lacunata
(7)0.39 g/ ml, Streptococcus pneumoniae (8)0.78 ~ 6.25
g/ ml, Corynebacterium diphtheriae(4)<0.19 ug/ml, Neis-
seria gonorrhoeae (1)< 0.19 ng/ ml, Staphylococcus haemoly-
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Table 1. Antimicrobial spectrum of BMY-28100 and reference drugs
(#g/ml)
Organism No. of BMY-28100 Cefaclor Cefadroxil Ampicillin
strains
S. aureus 4 0.39~1.56 0.78~3.13 0.78~1.56 0.01~6.25
S. aureus 209p 1 0.39 0.78 0.78 0.01
S. pneumoniae 8 0.78~6.25 1.56~125 1.56~3.13 0.025~1.0
S. haemolyticus 2 £0.19 0.39 0.19 0.05
S. wviridans 2 6.25, 12,5 12.5, 50 50 1.0
N. gonorrhoeae 1 £0.19 0.19 0.19 0.01
H. aegyptius 4 125 25 1.56 2.5
M. lacunata 7 0.39 0.39 0.19 0.001~0.0025
P. aeruginosa 2 »100 >100 >100 >100
C. diphtheriae 4 £0.19 0.39~0.78 0.19 0.1~0.25
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BMY-28100 | 350) (35.0)  (20.0)  (5.0) (5.0)
ccL 2 8 5 1 3 1
(10.0)  (40.0) (25.0) (5.0) (15.0) (5.0)
CDX 3 8 6 2 1
(15.0)  (40.0)  (30.0) (10.0) (5.0)
CEX 2 8 6 3 1
8 (10.0)  (40.0)  (30.0) (15.0) (5.0)
9 1 1 3 3 2 1
ABPC 4500 (5.0) (500 (15.0) (150) (10.0) (5.0)

CCL : cefaclor

CDX : cefadroxil CEX : cephalexin  ABPC : ampicillin 108¢cells/ml ( )%

Fig. 2. Sensitivity distribution of Staphylococcus aureus (20 strains).
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Fig. 3.

Aqueous humor and serum levels of BMY-28100 (rabbit eye, 50 mg/kg p.o.).
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Ocular tissue concentration of BMY-28100

(rabbit eye, BMY-28100, 50mg/kg. p.o. 2h).
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Table 2. Clinical results of BMY-28100 treatment
Dail
Cna;e /(\yg)e Sex Diagnosis Eye Organism d?sage adeiﬁiysStr(z)a{ion ngtsil Efficacy Side-effects
mg) ®

1 | 58:F [blepharitis OD S. aureus 250x3 7 5.25 fair -
2 | 79-F |blepharitis oD CNS 250x3 7 5.25 good -
3 | 67+F |blepharitis 0S E. faecalis 250x3 7 5.25 good -
4 | 39-M [blepharitis OD C. diversus 250x3 7 5.25 good -
5 | 24+F |hordeolum 0D Micrococcus sp. 250x3 7 5.25 good -
6 | 24F [hordeolum 0S X. maltophilia 250x3 7 5.25 good -
7 | 13*M [hordeolum 0S S. epidermidis 250x3 7 5.25 good -
8 | 20°M |hordeolum OD CNS 250x3 7 5.25 good -
9 | 49°F [hordeolum 0S S. aureus 250x3 7 5.25 |excellent -
10 | 22-M |hordeolum 0OS S. epidermidis 250x3 7 5.25 fair -
11 | 16-M |meibomianitis oD CNS 250x3 7 5.25 | good -
12 | 10°F |meibomianitis (0N (-) 250x3 7 5.25 good

13 | 34-F |meibomianitis 0S CNS 250x3 3 2.25 |excellent -
14 | 78-F |meibomianitis 0D (-) 250x3 7 5.25 good -
15 | 16°M |[meibomianitis OD S. sanguis 250x3 7 5.25 good -
16 | 16°F |meibomianitis [N (-) 250x3 7 5.25 good -
17 | 16*F |meibomianitis 0S CNS 250x3 7 5.25 good -
18 | 72+M |meibomianitis OD | CNS, P. granulosum |250x3 7 5.25 |excellent -
19 | 39°F [meibomianitis 0S CNS 250x3 7 5.25 [excellent -
20 | 27+F | meibomianitis 0OS S. aureus 250x3 7 5.25 |excellent -
21 | 21+F |meibomianitis 0S S. aureus, CNS 250x3 7 5.25 good -
22 | 15F |meibomianitis 0S CNS 250x3 7 5.25 |excellent -
23 | 29*M |meibomianitis 0S CNS 250x3 3 2.0 good |stomach discomfort
24 | 57*M |meibomianitis oD CNS 250x3 7 5.25 |excellent -
25 | 47+F |chronic dacryocystitis | OD CNS 250%3 7 5.25 | good -
26 | 81-F |chronic dacryocystitis | OD P. granulosum 250x3 7 5.25 | good -
27 | 55-F |chronic dacryocystitis | OS CNS, S. sanguis | 250x3 7 5.25 | good -
28 | 65-F [chronic dacryocystitis [ OD S. aureus 250x3 7 5.25 fair -
29 | 68-F |chronic dacryocystitis | OD P. cepacia 250x3 7 5.25 | good -
30 | 79-F |chronic dacryocystitis | OD CNS 250x3 7 5.25 fair -
31 | 68-F |chronic dacryocystitis | OD S. aureus 250x3 7 5.25 | good -
32 | 72-F [acute conjunctivitis Both S. epidermidis 250x3 7 5.25 good -
33 | 79-F |acute conjunctivitis oD S. aureus 250x3 7 5.25 | good -
34 | 55°F |keratitis oD (-) 250x3 7 5.25 |excellent -
35 | 54-M |keratitis OD | Corynebacterium sp. | 250x3 7 5.25 good -
36 | 39-F |keratitis OD CNS 250x3 7 5.25 |excellent -
37 | 26°F |keratitis oD M. subgenus 250x3 7 5.25 good -
38 | 74-M |keratitis 0S CNS 250x3 7 5.25 good -
39 | 58-M |corneal ulcer OD CNS 250x3 7 525 good -
40 | 47-M |corneal ulcer oD CNS 250x3 7 5.25 |excellent -
41 | 68*M [corneal ulcer OS | CNS, Corynebactenium sp. | 250x3 8 6.0 good -
42 | 34-M |corneal ulcer OD CNS 250x3 7 5.25 |excellent -
43 | 43+*M |corneal ulcer OD NF-GNR 250x3 7 5.25 |excellent -
44 | 56°F |corneal ulcer 0S CNS 250x3 7 5.25 |excellent

45 | 68°F [corneal ulcer 0S CNS 250x3 7 5.25 good

46 | 69°-M [corneal abscess OD M. subgenus 250x3 14 10.5 fair

CNS : coagulase-negative staphylococci OD oculus dexter OS : oculus sinister

NF-GNR :

glucose non-fermentative Gram-negative rods
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Table 3. Clinical effects of BMY-28100

‘ ) Case Effect
Diagnosis o
’ excellent good fair poor

Blepharitis 4 3 1
Hordeolum 6 1 4 1
Meibomianitis 14 6 8
Chronic dacryocystitis 7 5 2
Acute conjunctivitis 2 2
Keratitis 5 2 3
Corneal ulcer 7 4 3
Corneal abscess 1 1

Total 46 13 28 5

Table 4. Clinical effects of BMY-28100 classified by isolated organisms
Effect
Organism Cnase
0 excellent good fair poor

S. aureus 6 2 2 2
CNS 21 8 11 2
S. sangus 1 1
E. faecalis 1 1
Micrococcus sp. 1 1
Corynebacterium sp. 1 1
C. diversus 1 1
P. granulosum 1 1
M. subgenus 2 1 1
P. cepacia 1 1
X. maltophilia 1 1
NF-GNR 1 1
Polymicrobial (2 strains) 4 1 3

Total 42 12 25 5

CNS : coagulase-negative staphylococci

NF-GNR : glucose non-fermentative Gram-negative rods



VOL. 37 S-3

BMY-28100DH4BER), BRRBIMES

933

Bt Lo e 2AICEE, AR RIZ50mg/ kefE D45
LT, 1EEMIICHTE KAIZ1.08/g/ml DpeakfEA R 6
nC, FOEMLIZ697% TdH - 70 it > TBMY-
28100 D BB KANBITOEIAE X, CCLIZHNTHBEL
peak|EL T, @A, BMILIACCLE WIEMELR L7,

AR 13 2 BERE T, AMIRERI2124.22~13.3
ug/g, HREKPAIERIZ1.12~8.95,8/g or mIDRATIRAEA A
EDHLNT, MBI LRBITER LT,

AR AiE (203 A BRIRARET T id, BMY-28100% 1
[250mg, 1 H 3[, F750mef5 L CRARIR &%
T YA

Rk, ZRAE, WMORZ, BYERER, BUEARE,

miEx, MEEE, AR OER, FH466T, HD
1360, FHx286l, LLHBSFIOKESBZON, AR
F389.1% CTh o 70 HHEWHDERKIRTIL, S. au-
reus, CNS, Citrobacter, IFEBER 2 &7 7 LG H, 7
5 LR AR SNHEBIT, 88.1%DHEMEMNZS
(WA

AERE LT, 1BICBEOHIARELALNIZD
AT, FOMIZEMENSIEHIZALD SN 7,
P VRS ATIIBITAEEER TR, £1941
gk, 566, 29%CEIERAALNT, HILSHERA
Loty %, FOMTLLF—ERLALNT,

Lk, BMY-281000 38Ry, BRIRAIMRET DRHEN 5,

AH 2T F TOSMRBEAIEDER T LT, &
A CERASRELEEL ) AAMLEOLT 2 A
RAThrrEZOLNI,

X 8

1) Nwato T, Hosui H, Asuraki S, Ase Y, Okumura J,

2)

3)

Tomatsu K and Kawacucur H : Synthesis and struc-
ture- activity relationships of a new oral cepha-
losporin, BMY-28100 and related compounds.
The Journal of Antibiotics, 40(7) : 991 ~1005,
1987

Tomatsu K, Anoo S, Masuvosi S, Kownoo S, Hirano M
and Mivaki T : [n vitro and in vivo evaluations of
BMY-28100, a new oral cephalosporin. The
Journal of antibiotics, 40 (8) 1175 ~ 1183,
1987

=3, CEFRE, M MEESMRE G
5 PLAE AN B O sURE O,
1985, HHR&EE 90:511~515, 1986
KAIEX, BEER ALTHF, NI R
AR % 2 5 |2 & 9 B Cefaclor D ZEBERY, BRIK IR
5o Chemotherapy 27(S-7) - 711~717, 1979
KOEX, BHEER, KT HF, MK
kI EF BRI 313 B Cefadroxil D JEREN,
& K 1 #2 ., Chemotherapy 28 (S-2) 499 ~
505, 1980

KAER, BHPHA, #HBHEA D Aminobenzyl
Penicillin (Viccillin) O R F+ 891t Ho J. Antibio-
tics, Ser. B. 18 : 205~209, 1965

370 B AR LFEREFRER, FEI 2RI
2, BMY-28100, ¥, 1989



934 CHEMOTHERAPY DEC. 1989

BASIC AND CLINICAL STUDIES ON BMY-28100 IN OPHTHALMOLOGY

Masao Ooishi, Funio Sakaue, Mariko Motoyama, Akiko Oomomo, Hirosii Tazawa and Masuya Mivao
Department of Ophthalmology, School of Medicine, Niigata University,
754 Ichiban-cho, Asahimachi-dori, Niigata 951, Japan

BMY-28100, a new oral cephem antibiotic, showed antimicrobial effect against a spectrum of Gram-positive and -negative
bacteria.

The susceptibility of 20 clinical isolates of Staphylococcus aureus to BMY-28100 ranged from <0.19 to >100.g/ml,
showing a peak at £0.19-0.39..g/ml. Penetration into the aqueous humor of the anterior chamber reached a peak of 0.73 g/
ml 2h after oral administration of 50mg/kg to mature white rabbits, and the rate of anterior chamber to blood concentration
was 3.62%. The concentration began to decrease thereafter, and was 0.22.g/ml after 6h. Ocular tissue concentrations 2h
after administration were 4.22-13.3.g/g in extraocular tissues and 1.12-8.95,.g/g (or per ml) in intraocular tissues. To
determine the clinical effect of BMY-28100, 46 patients (with blepharitis 4, external hordeolum 6, meibomianitis 14, chronic
dacryocystitis 7, acute conjunctivitis 2, keratitis 5, corneal ulcer 7 and corneal abscess 1) were given BMY-28100 orally at
a dose of 250mg three times a day. Clinical responses were : excellent 13, good 28 and fair 5, the efficacy rate being 89.1%. S.
aureus, coagulase-negative staphylococci, Citrobacter sp., Pseudomonas cepacia, glucose non-fermentative Gram-negative rods
and others were isolated from clinical specimens. The efficacy rate, classified by isolated organisms, was 88.1%.

As to side-effects, stomach discomfort was observed in one case (incidence 2.2%), but this disappeared after completion of

the therapy.



