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Table 1 Normal fecal flora of Beagles (Control group)
Log,, viable counts/g Detection”
Organisms Mean® + SD rate
Beagle 1 Beagle 2 Beagle 3 (%)
Total 10.1 10.1 9.8 10.0£0.17
Bacteroidaceae 9.6 9.6 9.6 9.6+0 100
Eubacteria® 9.4 9.6 9.3 9.4+0.15 100
Bifidobacteria 0 8.6 8.3 8.5+0.21 67
Peptococcaceae 9.6 9.1 8.3 9.010.66 100
Lactobacilli 6.9 9.2 7.5 7.9%+1.19 100
Streptococci 5.6 9.3 7.3 7.4+1.85 100
Enterobacteriaceae 7.6 7.9 8.2 7.9%£0.30 100
Clostridia (lecithinase(+)) 0 0 0 0 0
Clostridia (lecithinase(—)) 9.4 8.8 4.1 7.4£2.90 100
Veillonellae 0 0 0 0 0
Staphylococci 0 3.9 3.5 3.7+£0.28 67
Bacilli 8.8 0 0 8.8 33
Yeasts 0 0 0 0 0
Total Aerobes 8.8 9.6 8.3 8.9+0.66
Total Anaerobes 10.1 10.0 9.8 10.0£0.15
2 Mean log viable counts per gram of wet feces from the subject with positive cultures.
b Percentage of dogs from which the bacterial group was detected at the lowest dilution tested.
©) Include anaerobic Lactobacilli.
Table 2 The effect of T-2588 on fecal microflora in Beagles (200 mg/kg (P.0.))
Log,, viable counts/g Detection®
Organisms Mean® +SD rate
Beagle 4 Beagle 5 Beagle 6 (%)
Total 9.9 9.9 9.9 9.9+0
Bacteroidaceae 8.6 6.6 4.8 6.7+1.90 100
Eubacteria® 0 2.8 4.8 3.8+1.41 100
Bifidobacteria 0 0 2.8 2.8 33
Peptococcaceae 0 2.3 0 2.3 33
Lactobacilli 9.5 0 5.6 7.6+2.75 67
Streptococci 9.6 9.9 9.9 9.8+0.17 100
Enterobacteriaceae 8.6 7.9 8.2 8.2+0.35 100
Clostridia (lecithinase(+)) 0 0 0 0 0
' Clostridia (lecithinase(—)) 4.3 3.4 4.3 4.0£0.51 100
Veillonellae 0 0 0 0 0
Staphylococci 3.3 0 3.8 3.6+£0.35 67
Bacilli 0 0 8.3 8.3 33
Yeasts 0 2.6 0 2.6 33
Total Aerobes 9.9 .9.9 9.1 9.6+0.46
Total Anaerobes 8.6 6.6 5.1 6.8+1.76

2 Mean log viable counts per gram of wet feces from the subject with positive cultures.
b Percentage of dogs frqm which the bacterial group was detected at the lowest dilution tested.
9 Include anaerobic Lactobacilli.
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Table 3 The effect of T-2588 on fecal microflora in Beagles (400 mg/kg (P.0.))
Log,, viable counts/g Detection”
Organisms Mean® £SD rate
Beagle 7 Beagle 8 Beagle 9 (%)
Total 10.1 9.6 9.6 9.8+0.29
Bacteroidaceae 6.3 5.5 6.3 6.0£0.46 100
Eubacteria® 0 0 0 0 ) 0
Bifidobacteria 0 0 0 0 , 0
Peptococcaceae 4.5 0 0 4.5 33
Lactobacilli 9.7 6.3 5.6 7.2+2.19 100
Streptococci 9.8 9.6 9.6 9.71£0.12 100
Enterobacteriaceae 8.3 6.3 6.1 6.9+1.21 100
Clostridia (lecithinase(+)) 0 0 0 0 0
Clostridia (lecithinase(—)) 4.5 4.0 3.4 4.0%0.55 100
Veillonellae 0 0 0 0 0
Staphylococci 0 3.5 3.7 3.6+0.14 67
Bacilli 0 0 0 0 0
Yeasts 0 0 0 0 0
Total Aerobes 10.1 9.6 9.6 9.8+£0.29
Total Anaerobes 6.3 5.5 6.3 6.0+£0.46

» Mean log viable counts per gram of wet feces from the subject with positive cultures.
Y Percentage of dogs from which the bacterial group was detected at the lowest dilution tested.

? Include anaerobic Lactobacilli.

Table 4 The effect of T-2588 on fecal microflora
in a Beagle (800 mg/kg(P.0.))

Log,, viable counts/g
Organisms
Beagle 10

o Total 9.8

Bacteroidaceae 5.8
Eubacteria® 0
Bifidabacteria 0
Peptococcaceae 0
Lactobacilli 0

Streptococci 9.6

Enterobacteriaceae 9.2
Clostridia (lecithinase(+)) 0

Clostridia (lecithinase(—)) 4.3
Veillonellae . 0
Staphylococci 0
Bacilli 0
Yeasts 0

G(+) Rod aerobes 8.8

G(+) Rod aqaerqbe; 6.5

Total Aerobes 9.8

Total Anaerobes 6.6

¥ Include anaerobic .Lactobacilli.
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Fig.1 Changes in the ratio of viable counts
of the fecal microflora by the increase
in dosage of T-2525 as compared with
those of controls
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THE EFFECT OF T-2588, A NEW CEPHEM ANTIBACTERIAL
AGENT, ON THE INTESTINAL MICROFLORA
OF BEAGLE DOGS

Tosuio Cuipa, Harumr Tomeoxu, Kivosa:r Hasecawa,
Nosoru OkaMURA and RiINTARO NakAYA
Department of Microbiology, Tokyo Medical and Dental University School of Medicine

1) After oral administration of T-2588 to three groups of beagle dogs (200,400 and 800 mg/kg/day)
for 79 consecutive days, simplification of the intestinal microflora was observed. The simplification
occured in parallel with the increase in dosage.

2) A dose-response relationship was observed between the number of obligate anaerobes and the
dosage of the drug.

3) Among the aerobes, the members of Streptococci and Enterobacteriaceae were increased.

4) C.difficile was detected in average of 10%? per gram of feces in the groups administered the
drug, whereas it was not detected in the feces of the control group.

5) All of the C.difficile isolates showed toxin production in vitro. The toxin was, however, not
detected in any of the fecal samples. Diarrhea or abnormal stools were not observed.



