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Fig. 1. Chemical structure of BMY-28100.
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Table 1. Healthy volunteers for administration of BMY-28100

Volunteer Age Sex Weight Height Body surface
no. ) (kg) (cm) (m?)
1 41 M 58.0 171.0 1.66
2 38 M 75.0 170.0 1.85
3 37 M 54.0 168.0 1.60
4 35 M 62.0 166.0 1.68
Mean 37.8 62.3 168.8 1.70
+ SD *+25 +9.1 +22 +0.11
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Fig. 2. Susceptibility of Staphylococcus aureus (27 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 3. Susceptibility of Enterococcus faecalis (27 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL)
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Fig. 4. Susceptibility of Escherichia coli (27 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 5. Susceptibility of Klebsiella pneumoniae (27 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 6. Susceptibility of Enterobacter cloacae (19 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 7. Susceptibility of Enterobacter aerogenes (8 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 8. Susceptibility of Serratia marcescens (26 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 9. Susceptibility of Proteus mirabilis (15 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 10. Susceptibility of Proteus vulgaris (13 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 11. Susceptibility of Citrobacter spp. (26 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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Fig. 12. Susceptibility of Pseudomonas spp. (27 strains) to BMY-28100, cefixime (CFIX) and cefaclor (CCL).
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%Y, 10B¥M#£450.36~0.59ug/ml & @A L7z, Thb
4 L OMiEFREDOFIEL KR L7-DOAFig 13TH
B, 15K #%IZ90ue/mDE— s EER D, 13T 4
BEf % 3 T 5 ug/mil L OMUEFIBEEAFiHT L, 6 BFR
#2277 ug/mlE 7 ), 8 EERITRIC1.2,4g/ml T THA L
720 L2, 10BEMIfED 2 B05,e/mATRIF L, &
NODEHINHE— A > MENTEIZL RO S W7 EE)

NEFEHFEE A Table 3T, ZOFHBETHS L, BEn
FRERE (Cmax ) 139.38 eg/ml, ML 50 (Tr2) 131,785
T, MR R B AR T E AR (AUC) A738.4 he g/
Thoroo Tz, VIHEYTEEREILI 7R CLEY
20T 7 v AH218.5ml/mink % 577,

Z DL EDBMY-28100 DR hHEMAKIT % &1 )4
Table 4T, HKHPBMY-281008F CTATASB L, KR
2B E TH22~75,g/mE B b BIRET, 2~48
1%471.7~3.8,g/ml, 4 ~ 6 BERI%7°0.9~2.2,g/ml ¥
RAIERT S5O HENEBRET, 6~ 8EEMEA04
~0.7ug/ml &R REMETH - 720 Z M %BMY-281000)
RPHRtRTAR B L, BMO 2EEMA35~49% L E%

Table 2. Serum levels of BMY-28100 after oral administration of 500 mg of BMY-28100

Volunteer Serum concentration of BMY-28100 (xg/ml)
no. 0 0.5 1.0 1.5 2.0 4.0 6.0 8.0 10.0 (h)
1 0 3.13 7.82 10.16 8.60 5.48 3.52 1.46 0.44
2 0 4.50 9.38 7.82 6.25 3.91 2.15 1.03 0.52
3 0 2.74 7.43 9.38 7.82 5.09 2.93 1.27 0.36
4 0 2.74 6.25 8.60 7.04 4.69 2.35 1.07 0.59
Mean 0 3.28 7.72 8.99 7.43 4.79 2.74 1.21 0.48
+ SD +0.84 +1.29 +1.00 +1.01 +0.67 +0.62 +1.20 +0.10
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Fig. 13. Mean serum level of BMY-28100 in 4 healthy volunteers after oral administration

of 500 mg of BMY-28100 (Mean *SD).
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T, 2~ 4B $21~29%T,
6~ 8EEMIAT6 ~ 8% T, BEFMILE TORRURP Pt
Fi3184~92% L FHIRHTH o720 ThHDFIfE
ORFEFR PR % KR L7- DA Fig 14T, T3 8 I
MR PEERIZ895% TH ), 4BD/NT Y FIFHLEE
INEWLDTH T2,

3. EERIHE L aIER

FH K — MR CHER S L 72BMY-28100{E A 13
Table 5I27RY, 20~73®DBEF 5%, KF 9 HDE14
£ ThHot HEIIMK 3B, SHEMTEBHRELRD
anmEL 6, atoREAROTHERE 36, 24
A 26, f1BIT, WoHORBREEL LOEDS
¢, BEHERTH Db F BB D LN, &
KEELTRIBESNA O DL, MR EREGAE TidHaemo-
philus influenzae 75 3 Bl & % {, S. aureus, Streptococcus
pyogenes, Branhamella catarrhalis, K. preumoniaell £ 5 %
OBE1BIT, EHEEOADLDONABIE LD 572, K
BB ILTNTE. coi CHOBREIIRETE 2D
720 DOIMEMEANBEIKG & T 72D idcefdinir,
Augmentin, Miocamycin® 3 B F E %A - 72,

BMY-28100DfFHBEII KE 541 H1lg, #4200

4~ 6 KA 8 ~18%,

DO5IRT, 1HT1H4EOTRAITDIR, $72, 2
BiAs1 Hl5g, 1H 3MOSHRIZHER Shrc, I
135 ~15HMATRA LT, 16IA 288 TH 720
BRIK D LR SR ATED L IF T H & 6 B, %
Hi 36, ESH G, HEAGELBT, AHEIX6E0%
ThoT, Z: I atEmbk 2 K OTHIE % O b 550E R G
TS BIDHEIT, MFIOBH SN 1 B HEARGET
boto —H, MRRVRE LD TRERGIED 5 B
TIRADHIBICTEY, AHF1320% LIEETH
Sl L, AENOEVEILEEINTEY, BHEIL
1B Ehh o7, BREVIBKDRERDE, H.
influenzae (2 & B RGNUIEI T, [ELRBINEYHT
H Y, B. catarrhalisiZ & ARE L KRBT B HE
KB ONTA, 4 BEBRICHEAALR, RRHIC
L &% 57 S. aureus, K. pneumoniae, H. influenzaelZ
EHLEABERTRVTNOEDTH -7, BHEBDAT
BREDEOLPThD RO 2HILTE IR RLHR
KT &Y, ERERTRIAPGTH 5720 E. colilZ & B2
MBER RO 2BITIIED, LREHLIHTOT, AHFE
1350% TdH o 72, TORRXEMHIHEAEKRDGLE L
AN DD, BREDFHSHONIHITSH 72,

Table 3. Pharmacokinetic parameters of BMY-28100

Volunteer Tra Corny Tu AUC MRT CL: UR
no. (h) (ug/ml) (h) (heug/ml) (h) (ml/min) (%)
1 15 10.16 1.3 436 3.6 191 92.3
2 1.0 9.38 2.0 34.8 3.6 240 89.8
3 15 9.38 1.3 39.2 3.6 213 91.6
4 15 8.60 2.0 36.1 338 231 84.3
Mean 14 9.38 1.7 38.4 3.7 2185 89.5
+SD +0.3 +0.64 +0.4 +39 +0.1 +214 +36

MRT : mean retention time

CLt :

total clearance

AUC : area under the curve
UR : urinary excretion rate

Table 4. Urinary excretion rates of BMY-28100 after oral administration of 500 mg of BMY-28100

Volunteer | 0 0-2h 2-4h 4-6h 6-8h 0-8h
no. c| v C R Y C R v C R % C R R

1 0| 42 588 494| 42 344 289| 36 1172 84| 48 0584 56| 923

2 0| 90 2657 47.8| 73 172 251| 55 0938 103| 70 0469 6.6 | 89.8

3 0] 30 752 451| 28  3.752 21.0| 40 2192 175| 56 0704 79| 915

4 0| 8 2188 350( 50 250 250 75 1173 176| 95 0352 6.7 | 843

Mean |0| 605 4.73 443| 483 285 250| 515 137 135| 673 0527 67| 895

+ SD +29.0 £237 +65|+188 +0.92 +32|+17.7 £0.56 +4.8 |+20.6 +0.151 +09 | +3.6

V : urinary volume (ml) C :

urinary concentration (ug/ml)

R : urinary excretion rate (%)
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S 3 3
1 1 1

Cumulative urinary excretion rate (%)
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preumoniae s ED T 7 AR L TEIEOENT b
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BASIC AND CLINICAL STUDIES ON BMY-28100

Yosuiro Sawae, Kaoru Oxapa, Yukio Kumacal, Tosuivuki Iskimaru, Kot Takaki, Nosuyuki SuiMono and Yostivuki Nigo
First Department of Internal Medicine, Faculty of Medicine, and School of Health Sciences, Kyushu University,
3-1-1, Maidashi, Higashi-ku, Fukuoka 812, Japan

We performed basic and clinical studies on BMY-28100, a new oral cephalosporin antibiotic, and the results were as
follows.

1) Antimicrobial activity : The MICs of BMY-28100 against various clinical isolates were determined. The MICso was
1.56g/ml for Staphylococcus aureus, 12.5ug/ml for Enterococcus faecalis and Escherichia coli, 6.25ug/ml for Klebsiella
pneumoniae, ~>100pg/ml for Enterobacter spp., Serratia marcescens, and Proteus vulgaris, 3.13 ug/ml for Proteus mirabilis, >
100g/ml for Citrobacter spp. and Pseudomonas spp. Its activity against Gram-positive cocci was stronger than that of
cefaclor (CCL) and cefixime (CFIX). But against Gram-negative bacilli it was almost the same as that of CCL and much less
than that of CFIX.

2) Serum concentration and urinary excretion : Serum concentrations of BMY-28100 were measured in four healthy
volunteers given orally 500mg of BMY-28100 in a fasting condition. The peak mean serum concentration was 9.4 ug/ml after
1.4 h. Ti/2 was 1.7 h and the area under the curve (AUC) was 38.4 h-ng/ml. The mean 8-h cumulative urinary excretion
rate was 89.5%.

3) Clinical efficacy : Three patients with pneumonia, 2 with bronchitis, 3 with tonsillitis, 3 with pharyngitis, 2 with
cystitis, and 1 with furuncle were treated with BMY-28100 at a daily dose of 1.0-1.5g for 5-28 days.

Clinical response was good in 8, fair in 4, poor in 1, and unknown in 1 patient. The clinical efficacy rate was only 61.5%,
being especially poor in lower respiratory tract infection. Abdominal fullness with angular stomatitis and elevation of GPT

were observed in one patient each.



