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Fig. 1. Chemical structure of BMY-28100. KThY, P46, 4861 TdH - 72(Table
3)o
Table 1. Institutes and patients participating in the study
Group

Hospital code I 1 1 Total
Department of Dentistry and Oral Surgery, Iwaki Kyoritsu 5 3 8 16
General Hospital —— (1)
Department of Dentistry and Oral Surgery, Ashikaga Red 7 3 5 15
Cross Hospital — (2)
Department of Oral Surgery, School of Medicine,
Tokai University —— (3) 10 9 18 37
Department of Dental-Oral Surgery, Toyohashi Municipal

. 13 12 7 32
Hospital — (4)

Total 35 27 38 100

I : periodontitis  II : pericoronitis  III : osteitis of jaw

Table 2. Classification by disease and evaluable cases

Diagnosis Total cases Out of cases Evaluable cases
Periodontitis 35 2 33
Pericoronitis 27 27
Osteitis of jaw 38 1 37

Total 100 3 97
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Table 3. Age and sex of patients

Age (y/o) Male Female Total (%)

~19 2 2 4(4.1)

20~29 12 10 22 (22.7)

30~39 9 11 20 (20.7)

40~49 11 11 22(22.7)

50~ 59 8 9 17 (17.5)

60~ 69 5 9(9.3)

70~79 3 3(3.1)

80~ 0
Total 49 48 97
(%) (50.5) (49.5)
Table 4-1. Dosage, frequency
Frequency (times/day)
Dose (1 time) Total
2 3 4

250 mg 12 63 1 76

500 mg 14 7 — 21

Total 26 70 1 97

Table 4-2. Dosage, duration
Duration (days) Total
D ota
ose (mglday) = 4 5 6 7 8 9 0 | 12 | 13 ] 14

500 8 1 12
750 41 3 3 9 2 3 1 63
1000 3 2 2 4 1 1 15
1500 1 2 3 7
Total 53 7 5 14 5 6 1 1 3 1 1 97
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Fig. 2-1. Serum and tissue concentration of BMY-28100 after administration to NZW rabbits (33 mg/kg, p.o., fasting).
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Fig. 2-2. Serum and tissue concentration of BMY-28100 after administration to NZW rabbits (33 mg/kg, p.o., fasting).
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Fig. 2-3. Serum and tissue concentration of BMY-28100 after administration to NZW rabbits (33 mg/kg, po., fasting).
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Fig. 3. Blood concentrations of tooth extraction wound after BMY-28100 250 mg p.o..
Table 5. Clinical efficacy of BMY-28100 administration
) Efficacy (3rd day’s evaluation) Efficacy rate
Diagnosis No. of cases - -
excellent effective ineffective (%)
Periodontitis 33 12 13 8 75.8
Pericoronitis 27 11 14 2 92.6
Osteitis of jaw 37 4 25 8 78.4
Total 97 27 52 18 81.4
Table 6. Clinical efficacy of daily dose of BMY-28100
Daily dose Efficacy (3rd day’s evaluation) Efficacy rate
. No. of cases - - -

(mg x times) excellent effective ineffective (%)
250 x 2 12 9 2 1 91.7
250x 3 63 15 37 11 82.5
250 x 4 1 1 100
500 x 2 14 3 6 5 64.3
500 x 3 7 6 1 85.7

Total 97 27 52 18 814
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sp.8 & U'Branhamella catarrhalis?DS E 1T dH - 72,

3 7:BMY-28100(224 ¢ HMICIEFig. 41275 L 72 A5 %4
I DOMIC80431.56 g/ ml, MICso0id 3.1 3/1g/ml’C‘\zf) 272
MIC & cefaclor (CCL) & ¥ & < ampicillin(ABPC) & 1) 15%
BV

Oral StreptococcitZ A4 AMICxoid Table 106275 L 728
0.39,g/mlT& Y, cefadroxil(CDX), CCL & W ik & &
@, ABPC, amoxicillin(AMPC) & ) &SV & D TH 72,

V. # %=

O HFEHEEEATC /T A EBRIZ DN T

BMY-28100, 33mg/kg%x NZW K BIZFLCIH% Y- L 7o
OORHEERITIE, CCL 20mg/kg#f 4% - & i+ 2
EVEBEDZVBMY-281000 i ARAETH S, LA
LBMY-28100 D4 M OMICH 1 ~ 3T\ 2 & %% 2
HEORHEETIE, N FOMEN AT H S
nb,

@ SRR TRERE 2DV T

Fig. 3D & ) 12455 #1207 THRANZ0.39 g/ mIEL I
DEITRE XKL, 4 OEEK 7 843 DOral Strepto-
cocci DMICx0 0.39,g/mlTH A Z L xE 2 b &, fhith

B 2MER S AR 2 IR ALE, G FRiE B hith b
DB L 72,

(ON 7N (Molike

1A% 5 AS500mg D 7 b — 7@l b & OBaI K5
TMORENH 722 &, 72, 1E250mg X 3 D750
mg/day DIE5 7 — T O HHH82.5% L i o 72 C
EHG, iR - QSRR 4 TI2 1 B #750mg
DILGTRHEDWF T E L EHfE S,

BB OW T 5L, BABISHER, 5 b
JE6HY, HOSHELOR], E26Ta b 1 HE 5 8250mg X
2% 5160, 250mg X 3% 1160, 500mgXx 2[4’
561, 500mg X 3% G161 T 7. L T500mgx 2
[N4% G- DA N A6 3% TdH - 72,

HAHGID ) HLO VA N L F = D x i b - 7246
ThH-72,

FREBEGPICHE LT 5 L, SHEBSBIeH DS B
FL+—UAir ShTua LRI TH H, 2512165
(308 455 Y) B A AT A AL 72 A3 Streplococcus constellatus (MIC
0.78 g/ ml) DK S NBERN T do - 72, PAFSE MBI D9
Bl L3z KL F—Iaheirsid, efliz bL

Table 9. Isolated organisms

Group Organism Strain (%) B-lactamase
Peptostreptococcus sp. 18
Gram-positi b S. morbillorum 3
ram-positive anaerobes E lentum 1
sub-total 22 (28.6)
Bacteroudes sp. 4
Gram- " b V. parvula 2
ram-negative anaerobes E corrodens 1
sub-total 79.1)
Oral Streptococci 33
S. aureus 6 (6)
Gram-positive aerobes CNS* 1 (1)
S. equinus 1
E. faecalis 1
sub-total 42 (54.5) (7)
K. oxytoca 1 (1)
P. aeruginosa 1
E. aerogenes 1 (1)
Gram-negative aerobes S. marcescens 1 (1)
Neisseria sp. 1
B. catarrhalis 1 (1)
sub-total 6(7.8) (4)
Total 77 (11)

* Coagulase-negative staphylococci
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F— U AMAT S A, D Peptostreptococcus sp. (MIC
0.025 g/ ml) H M, QK. oxytoca (MIC 1.56 ;g/ml) + Pep-
tostreptococcus anaerobius (MIC 0.2 g/ ml) O 5 LRk & g,

®E. corrodens (MIC 0.78 g/ ml) + Peptostreptococcus pre-
votii (MIC 0.025 g/ ml) D IEGs, @S. aureus(MIC
0.78 ng/ ml) + Peptostreptococcus magnus (MIC 0.025 p.g/
m) OBEHEHRETH -7, SHIZIFNESABIZO: 5
T500mg X 3[0]/day DIXG-H3 7% ENTHEBITH - 7 H%

100 (77 strains) 106cfu/ml

50

Cumulative percent (%)

NThHo7,

FREEMNBIO26013S. aureus (MIC 1.56 g/ ml) +P.
magnus (MIC 0.025 ug/ml), B & U Streptococcus sanguis
(MIC 0.05 s.g/ ml) + Neisseria sp. (MIC 0.05 g/ ml) +
Streptococcus intermedius (MIC 0.1 ug/ ml) + V. parvula
(MIC 0.78pg/ml) DR SHIIEFI T - 72,

BMY-281000ral Streptococci®dMIC#0i30.39Tdh 1),
B EARTIIMIC0I31.56ug/mITHE I EX 25

T
MIC (ug/ml) <0025 005 01 02 039 078

Drugs
BMY-28100 17 16 6 10 7 8 7 1 1 1 3
Cefaclor 1 16 17 10 18 1 2 1 3
Ampicillin 34 12 12 5 2 5 2 1 1 3
Fig. 4. MICs of BMY-28100 against isolated organisms.
Table 10. MICs of BMY-28100 against isolated Oral Streptococci
Oral Streptococci (42.9%)
S. salivarius 2 S. constellatus 1
S. sanguis 13 S. intermedius 12
S. anginosus 4 Other streptococci 1
oM 0,025 005 01 02 039 078 156 313 625 125 25 50 100
BMY-28100 3 13 4 9 3 1
Cefaclor 3 12 7 10 1
Cefadroxil 1 14 5 12 1
Ampicillin 16 9 8
Amoxicillin 12 6 10 5

Inoculum size : 10°cfu/ml 33 strains
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BMY-28100 D 2L-8E (Y e R O T 72 875

&, TOMICE Bz Aot SRl B & K
BgER), SO NLF— I bR d - 7IERI D
MEhoTWh,

F72, BHEBIB L P EF OGS TIE, ¥
HA B U A (BIEDOLELEN Y ) E V)G
PEVDOLRETH 5,

ERT8IA%E V) @V AHHE LR LA R - O
NEEETCORICE Y E X AL, 250mgHilf %Y 0
IRk Al E A 5- #1209 T &, Oral Streptococci @
MICaoTd 50.39,g/mE B2 THEY, EEFHE LT
bHEHTEREEZONT, 3612, B KT YT+
7 =DM P BTSRRI 2BV TRv 2 &9, BRIK
12 b 250mg X 3[Al/day DI TH B A82.5% & @\
ZEMD, 250mg X 3[Al/dayDix G ARV E b7,

1[4 5 1A 500mg D 1 T i sl 7 H R BRA b A il 5%
EHEh otz ELRITMA

SRR S NI E, Table 10125 % & B, Oral
Streptococci ®MICoo 0.78 1g/ml, MICs0 0.39 g/ ml, BRIK
BB 4K TUEMICo0 3.13 g/ ml, MICs0 1.56,¢/mI T
olie -T2 7 7—YEER LS. aureus6 bk H 6Bk (1
HIEBI261), CNS, K. oxytoca, E. aerogenes, S. marces-
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o f.‘o
V. & A
BMY-281000 Ji F - CIRESEL g~ D@ 2D T
HEREMBER BT 2 T 72 & 2 A, OHERR T, ik
AlRIE, BRIRMIA A%, BRIk 8k OMICH & UNREIE
- BRBRA RS 2 S O R - DRI O LR
PERAE VI L CIEH T fie 7 68 & filbr S e, L L,
SSIEF F B LG L T Ry d A L b,
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Blood level of cefem anti-



876 CHEMOTHERAPY DEC. 1989

BASIC AND CLINICAL STUDIES ON BMY-28100

Masataka UemaTsu, Jiro Sasakt, Jun Goto, Akiniro Kaneko, Takerumi MoriHana,

Fumisapa Tomita and Yostimpe Outa

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

Bouseidai, Isehara 259-11, Japan
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T akasut Morisiima and Haruo Sakamoro
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We conducted basic and clinical studies on BMY-28100.

1) The distribution of BMY-28100 was measured in NZW rabbits after oral administration at a dose of 33mg/kg. On the
basis of the data obtained, pharmacokinetic analysis was performed by the use of Imoto’s one-compartment model. A personal
computer (NEC-9801) was used in draw simulated curves. The Tmax and Cmax of serum levels of BMY-28100 were 1.11h
and 3.98,.g/ml and the transfer of the drug to tissue was: Tmax 1.41h and Cmax 1.88g/g in the tongue; Tmax 2.09h and Cmax
1.84,g/g in the parotid gland; Tmax 0.92h and Cmax 2.65¢/g in the cervical lymph node; Tmax 1.17h and Cmax 0.98g/g in the
mandibule bone; Tmax 1.86h and Cmax 1.10.g/g in the submandibular gland; and Tmax 1.87h and Cmax 2.17 £g/g in the gingiva.

2) To examine the blood concentration at the wound site after exodontia, 250mg of BMY-28100 was given to 122
subjects and the blood after extraction was sampled for measurement. Considerable difference was observed, but when the
target was set at 0.39,.g/ml, 80% of the cases showed levels exceeding the target level (0.39.g/ml).

3) The result of administering BMY-28100 to 100 patients with odontogenic infection was an efficacy rate of 81.4%.

Gastrointestinal disturbance (3 cases) and headache (1) were observed in 4 cases (4%), but no severe adverse effect was
seen in 96 cases.

Laboratory tests revealed a slight increase in GOT and GPT in 5 cases and slightly eosinophilia in 1 case.

4) Culture of clinical samples resulted in isolation of 77 strains of causative bacteria from 56 patients. Studies on the
sensitivity of those isolates showed that the MICso of BMY-28100 was 0.39,./ml for Oral Streptococci and 1.56 ug/ml for

all isolated organisms.



