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Fig. 1. Chemical structure of BMY-28100.

Table 1. Vital statistics of 6 male healthy volunteers Table 2. Vital statistics of 6 male healthy volunteers in
in study A study B
Age Height Body weight Age Height |Body weight
Volunteer (years) (cm) (kg) Volunteer (years) (cm) (kg)
A 36 177 80 G 38 177 78
B 24 166 59 H 22 172 69
C 21 163 60 I 24 167 54
D 24 177 68 J 22 172 58.5
E 22 175 70 K 22 166 58
F 20 175 68 L 20 169 60
Mean 24.5 172.2 67.5 Mean 24.7 170.5 62.9
+SD +59 +6.1 +7.6 +SD +6.07 +3.69 +8.13

* LBHIEX L1240 5 TH
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Table 3. Serum concentrations of BMY-28100 by bioassay after oral dose of BMY-28100 (250 mg) to 6 healthy
volunteers in fasting state (study A)

Serum concentration (ug/ml)
Volunteer
before 0.5 1 15 2 3 4 6 8 12 h

A - 0.74 2.7 3.6 3.4 2.5 1.5 0.74 0.44 -
B - 1.10 44 6.2 6.0 3.2 1.7 0.70 0.34 -
C - 0.84 4.2 5.6 3.6 2.6 1.6 0.84 0.46 -
D - 0.92 3.3 4.2 4.3 3.1 1.3 0.78 0.40 -
E - 0.80 3.3 4.4 48 3.3 1.2 0.60 0.35 -
F - 0.86 3.7 5.2 5.4 3.7 1.6 0.64 0.36 -

Mean 0.88 3.60 4.87 4.58 3.07 1.48 0.72 0.39

+SD B +0.12 | 063 | £097 | +1.02 | +045 | *0.19 | *0.09 | *+0.05 B

— : below assay limit

Serum concentration (pg/ml)
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. Serum concentrations of BMY-28100 by bioassay after oral dose of BMY-28100 (250 mg)

to 6 healthy volunteers in fasting state.
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Table 4. Serum concentrations of cefaclor by bioassay after oral dose of L-cefaclor (375 mg) to 6 healthy volunteers

Serum concentration (ug/ml)
Volunteer
before 0.5 1 1.5 2 3 4 6 8 12 h

A - 22 3.2 1.5 12 0.56 1.9 0.52 0.45 -
B - 2.8 3.1 14 0.7 1.7 1.6 0.60 041 -
C - 2.4 3.6 3.1 1.8 1.9 1.1 0.56 0.37 -
D - 4.8 2.1 2.2 2.0 0.64 0.32 047 0.48 -
E - 2.8 3.0 2.2 1.7 2.2 1.8 0.70 0.42 -
F - 5.0 2.9 2.0 3.9 3.1 0.82 0.42 0.34 -

Mean 3.33 2.98 2.06 1.88 1.68 1.26 0.55 0.41

+SD - +1.27 +0.49 +0.61 +1.09 +0.97 +0.61 +0.10 +0.05 B

— : below assay limit

5—4
=
oo
2
& 14
g _
E -
8 -
§0.5—
°
I N
[
wn
0.1
T T T T T T T T
05 1 15 2 3 4 6 8

Time (h)

Fig. 3. Serum concentrations of cefaclor by bioassay after oral dose of L-cefaclor (375 mg)
to 6 healthy volunteers in fasting state.
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Fig. 4. Mean serum concentrations of BMY-28100 and L-cefaclor.
Table 5. Pharmacokinetic parameters of BMY-28100 and L-cefaclor
T C AUC AUC T
T td max max 0-8 @ 1/2
et drug (h) (ug/ml) (wg-h/ml) (pg-h/ml) (h)
1.75 4.98 15.03 16.35 2.33
BMY-28100 +0.27 +0.94 +148 +1.48 +0.30
0.83 3.78 10.67 12.63 3.70
L-ccL £0.26 +0.89 +1.80 +2.31 +161
tTest S (p<0.01) S (p<0.05) S (p<0.01) S (p<0.01) N.S.

AUC : area under the curve
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Table 6. Urinary excretion of BMY-28100 by bioassay after oral dose of BMY-28100 (250 mg) to 6 healthy

volunteers in fasting state (study A)

Collection time (h) Total
Volunteer recovery
0~2 2~4 4~6 6~8 8~12 0~12 rate (%)
Urine volume (ml) 302 175 125 205 600
A Concentration (ug/ml) 260 340 280 36 5.6
Recovery (mg) 78.5 59.5 35.0 74 34 183.8 73.5
Urine volume (ml) 320 155 400 330 325
B Concentration (ug/ml) 210 420 43 22 6.8
Recovery (mg) 67.2 65.1 17.2 7.3 2.2 159.0 63.6
Urine volume (ml) 265 65 65 65 140
C Concentration (pg/ml) 270 820 320 86 16
Recovery (mg) 71.6 53.3 20.8 5.6 2.2 153.5 61.4
Urine volume (ml) 150 65 60 65 110
D Concentration (ug/ml) 480 1250 390 100 16
Recovery (mg) 72.0 81.3 234 6.5 1.8 185.0 74.0
Urine volume (ml) 235 285 215 485 385
E Concentration (ug/ml) 290 245 110 11 6.8
Recovery (mg) 68.2 69.8 23.7 5.3 2.6 169.6 67.8
Urine volume (ml) 485 455 215 185 405
F Concentration (ug/ml) 115 190 115 42 7.8
Recovery (mg) 55.8 86.4 24.7 7.8 3.2 177.9 71.2
Mean concentration (ug/ml) 270.8 544.2 209.7 49.5 9.8
Mean recovery (mg) 68.9 69.2 24.1 6.7 2.6 171.5
Recovery rate (%) 27.6 27.7 9.6 2.7 1.0
Cumulative recovery rate (%) 55.3 64.9 67.6 68.6 68.6
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Table 7. Urinary excretion of cefaclor by bioassay after oral dose of L-cefaclor (375 mg) to 6 healthy volunteers in

fasting state

Collection time (h) Total
Volunteer recovery
0~2 2~4 4~6 6~8 8~12 0~12 rate (%)
Urine volume (ml) 265 210 250 445 360
A Concentration (ug/ml) 460 250 140 115 6.4
Recovery (mg) 121.9 54.6 35.0 51.2 2.3 265.0 70.7
Urine volume (ml) 325 460 200 450 360
B Concentration (ug/ml) 360 4.2 7.0 200 180
Recovery (mg) 117.0 1.9 14 90.0 64.8 275.1 73.4
Urine volume (ml) 516 110 100 305 260
C Concentration (ug/ml) 325 540 320 110 11
Recovery (mg) 167.7 594 32.0 33.6 2.9 295.5 78.8
Urine volume (ml) 265 125 80 75 135
D Concentration (ug/ml) 550 300 31 5.3 2.0
Recovery (mg) 145.8 37.5 2.5 0.4 0.3 186.5 49.7
Urine volume (ml) 140 95 95 140 345
E Concentration (ug/ml) 650 950 575 135 8.8
Recovery (mg) 91.0 90.3 54.6 18.9 3.0 257.8 68.7
Urine volume (m]) 75 230 85 200 220
F Concentration (ug/ml) 1400 460 80 8.0 2.0
Recovery (mg) 105.0 105.8 6.8 1.6 0.4 219.6 58.6
Mean concentration (xg/ml) 624.2 419.0 192.2 95.6 35.0
Mean recovery (mg) 124.7 58.3 22.1 32.6 12.3 250.0
Recovery rate (%) 33.3 15.5 5.9 8.7 3.3
Cumulative recovery rate (%) 48.8 54.7 63.4 66.7 66.7
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Fig. 5. Mean urinary excretion of BMY-28100 and L-cefaclor.
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Table 8. Serum concentration of BMY-28100 by bioassay after oral 250 mg dose of BMY-28100 without and with
500 mg of probenecid orally, 10 h and 1 h before drug administration (study B)

Serum concentration (ug/ml)
Drug | Volunteer
before | 0.5 1 1.5 2 3 4 6 8 10 12 h
G - 061| 2.3 2.9 3.4 4.0 2.9 0.9 048 | <025| -
H - 150 | 4.4 4.6 6.0 3.3 1.8 0.8 0.36 | <0.25| -
[ - 0.60 | 3.8 4.9 4.8 3.7 2.3 0.9 075 | 046| -
Without J - 064 | 4.7 55 4.3 2.8 14 0.8 0.50 | <0.3 -
probenecid K - 1.10| 56 6.3 45 3.7 1.8 1.0 0.60 | <0.3 -
L - 1.90 | 4.2 4.3 35 2.9 1.2 0.7 0.40 | <0.3 -
Mean 1.06 | 4.2 4.8 44 34 1.9 0.85 0.52
+SD - +0.55| £1.10 | +1.15 | £0.95 | 048 | +0.62 | +0.10 | £0.14 | B
G - 062 | 25 45 5.4 6.1 34 1.9 1.00 | 054 | -
H - 1.00 | 5.4 6.3 5.4 3.9 2.2 1.2 082 048] -
I - 072 4.9 74 6.4 6.1 32 1.8 1.10| 074 -
With J - 070 | 4.8 6.2 6.9 4.7 3.8 1.4 082 042| -
probenecid] K - 0.63| 3.1 5.4 5.5 5.6 46 2.6 1.70 | 096 | -
L - 0.68 | 4.0 6.1 6.5 4.8 3.8 1.7 1.00| 060 -
Mean 0.73 ] 4.1 6.0 6.0 5.2 35 1.8 1.07 | 062
+SD B +0.14 | £1.13 | £0.97 | +0.66 | +0.88 | +0.80 | £0.48 | +0.33 | £0.20 |

— : below assay limit

| T |

0.5

Serum concentration (ug/ml)

&———e BMY-28100 with probenecid

& — — — —e BMY-28100 without probenecid

T

3

>

Time (h)

T
8

Fig. 8. Effect of probenecid on serum concentration of BMY-28100.
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Fig. 9. Effect of probenecid on urinary excretion of BMY-28100.

Table 12. Serum concentration of probenecid by HPLC after BMY-28100 administration with 500 mg of probenecid
orally, 10 h and 1 h before drug administration (study B)

Serum concentration (ug/ml)
Volunteer

1 2 6 h

G 57.6 51.5 39.3

H 60.4 50.5 32.0

I 65.0 47.7 38.0

J 52.2 53.0 37.7

K 78.7 64.2 48.3

L 49.5 53.7 39.0

Mean 60.6 53.4 39.1
+SD +9.57 +5.18 +4.80
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PHARMACOKINETIC STUDIES ON BMY-28100

AxirA SaiTo

College of Medical Technology, Hokkaido University,
Kita-12-jo, Nishi-5-chome, Kita-ku, Sapporo 060, Japan

We investigated the pharmacokinetic profile of BMY-28100 (BMY), a new oral cephem antibiotic, in two studies with the

following results.

In study A, BMY-28100 was given orally to six healthy male volunteers at 250mg and compared with L-cefaclor at a dose

of 375mg in a fasting state, using the cross-over method. The peak serum concentration (Cmax), time to reach peak serum

concentration ( Tmax), serum half-lives in the elimination phase (T1/2), and the area under the curve (AUC) after dosing with
BMY 250mg were 4.98g/ml, 1.75h, 2.33h, and 15.034g-h/ml. After dosing with L-CCL 375mg, they were 3.78.g/ml,

0.83h, 3.70h, and 10.67 «g-h/ml, respectively.

The urinary recovery rate within 12h was 68.6% and 66.7%, respectively.

In study B, the effect of probenecid was investigated. BMY was given orally to 6 healthy volunteers at 250mg with and

without probenecid. Probenecid was given orally at 500mg 10h and 1h before BMYiadministration. The effect of probenecid

on the serum concentration and urinary excretion of BMY was significant.



