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Table 1 Selective medium of organisms from fecal flora of mice and

incubation method

Organism Medium Incubation

Aerobic

Enterobacteriaceae DHL-agar (E) 37° 48 hr

Staphylococci Mannitol salt agar (E) 37° 48 hr

Streptococci SF-medium (E) 377 2 he

Yeast Potato dextrose (N) 37° 48 hr

Pseudomonas NAC-agar (E) 37° 48 hr
Anaerobic

Bacterioidaceae Bacteroides medium (N) 37° 48 hr

Lactobacilli LBS-medium (BBL) 37° 48 hr
(E): Eiken (N): Nissan
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Fig. 1 Effect of 0.5% CMC (control) on the fecal
flora of mice
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Fig. 3 Effect of AM—715 on the fecal flora of mice
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Fig. 5 Effect of AM—715 on the fecal flora of mice
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Fig. 2 Effect of AM—715 on the fecal flora of mice
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Fig. 4 Effect of AM—715 on the fecal flora of mice
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Fig. 6 Effect of AM—-71S on the fecal flora of mice
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Fig. 7 Effect of AM—715 on the fecal flora of mice
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Fig. 8 Effect of GM and a combination of GM and AM--715 on the fecal flora of mice

10

oo

) Bacgerial count per 0.1g of feces (10g 10)

GM +AM-715

s GM
6 - r
4 ) ‘
6 Lactobacilli
© Bacteroidaceae
2 k- - s Enterobacteriaceae
] . © aStreptococci
b Staphylococci
" Y T T T T T T
4 8 11 16 4 8 11 16 day
Drug treatment Drug treatment

The figures indicate the mean of 3 mice Dose:100mg/kg
Fig. 9 Effect of EM and a combination of EM and AM-715 on the fecal flora of mice
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Fig. 10 Effect of CEX and a combination of CEX and AM—715 on the fecal flora of mice
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Fig. 11 Effect of CBPC and a combination of CBPC and AM-715 on the fecal flora of mice
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Table 2 Changes of Enterobacteriaceae of fecal flora during and after oral administration
of AM-715§
D D Dose (mg/kg/day)
e % TControl* 125 25 50 100 200 50x3 50x2  100x2
0 5.17%* 499 404 556 497 420 4.00 3.48 4.36
1 4.30 457 432 357 230 4.57 3.30 2.30 2.00
2 4.71 430 330 317 O 0 1.48 0 0
Treatment
3 4.30 308 0 0 0 0 0 0 0
- 6 4.81 204 O 0 0 0 0 0 0
10 e - - - - - - - -
11 4.51 411 0 0 0 0 0 0 0
15 448 400 O 0 0 0 0 0 0
No
21 4.30 478 248 290 495 394 2.62 4.38 279
treatment
25 4.717 477 448 495 492 371 2.88 4.48 3.30
30 5.30 4.54 4.00 5.17 448 439 388 4.56 4.25

The figures indicate the mean of 3 mice

AM-715 was orally administrated for consecutive 10 days

s : 0.5% CMC

*» : Bacterial counts per 0.1 g of feces (log 10)

#+x: Not counted
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Table 3 Species and MIC of Enterobacteriaceae before and after oral
administration of AM—-715 (50 mg/kg/day)
Before After
Species MIC Species MIC
E. coli 0.05 E. coli 0.05
E. coli 0.05 E. coli 0.05
E. coli 0.05 E. coli 0.1
E. coli 0.05 E. coli 0.1
E. coli 0.1 E. coll 0.1
E. coli 0.1 E. coli 0.1
E. coli 0.1 E. coli 0.1
E. coli 0.1 E. coli 0.1
E. coli 0.1 P. vulgaris 0.1
E. coli 0.1 P. vulgaris 0.1
MIC: pg/ml
AM-715 was orally administrated for consecutive 10 days
Table 4 Wet and dry weights of the cecum with their contents in AM—715 treated mice
Days of treatment Days after treatment
Group 0 3 6 1 s 1
Wet)  Dryd Dw’::) Wet Dry —%’; Wet Dry :,'e’; Wet Dry % Wet Dry \?r: Wet Dry —\%:’T
Contiot |°° 120 240 | 590 150 254 | 550 150 273 | 650 180 277
2.0 2.2 2.0 @1
aus |50 10 241 540 150 27.8 | 610 150 24.6 | 670 170 254 | 610 160 262 | 600 160 26.7
(24) (2.0) 22 @3 2.2) .9

1): Wet weight (mg)

2): Dry weight (mg)
. Dry weight

3: Wet weight #)

<

4): The figures in the parentheses indicate the percent of body weights
The figures indicate the mean of 3 mice per group
Daily dose of AM-715 was 100 mg/kg
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EFFECTS OF AM-715 ORAL DOSING IN FECAL MICROFLORA OF SPF-MICE

SATOSHT MURAYAMA, YAsuo ABE and TSUTOMU IRIKURA
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

Changes in fecal microflora and cecal weight were studied in mice after the oral administration of AM-715,

1. The number of aerobic and anaerobic bacteria except Enterobacteriaceae of fecal microflora, and species in
Enterobacteriaceae were not changed by the daily administration of AM-715 at 50, 100 and 200 mg/kg/day,
twice dosing a day of 50 and 100 mg/kg, thrice dosing a day of 50 mg/kg for 10 days, and the recovery to normal
microflora was observed within 11~20 days after cessation of administration. No appearance of resistant strains,
decrease of body weight or diarrhoea in mice were observed by the oral administration of AM-715.

2. Administration of AM-715 in combination with EM, GM, CEX or CBPC showed additive effect on the fecal
microflora, however the fecal microflora pattern was not affected.

3. No increase of cecal weight were observed by the oral administration of AM-715 at 100 mg/kg/day for 10 days.



