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Table 1. Isolation of aerobic and anaerobic bacteria from fecal flora

Medium (abbreviation, manufacture)

Selection

for aerobes
Trypticase soy blood agar (TS, base BBL)
DHL agar (DHL, EIKEN)
TATAC agar (TATAC)
PEES agar (PEES, base EIKEN No. 110)
NAC agar (NAC, EIKEN)
Potato dextrose agar (P, base EIKEN)
Candida agar (NISSUI)
Lactobacillus selective medium (LBS, base BBL)

for anaerobes
EG agar (EG, EIKEN)
BL agar (BL, NISSUI)
BS-2 agar (BS, base NISSUI BL agar)
NBGT agar (NBGT, base NISSUI EG agar)
Bacteroides bile esculin agar (BBE, KYOKUTO)
Neomycin Naglar agar (NN)
PMS agar (PMS, base EIKEN EG agar)
ES agar (ES, base EIKEN EG agar)
Modified FM agar (FM, NISSUI)
CCMA agar (CCMA, NISSUI)

aerobic bacteria
Enterobacteriaceae
Streptococcaceae
Staphylococcus spp.
Pseudomonas aeruginosa
Yeasts

Candida albicans
Lactobacillus spp.

anaerobic bacteria

anaerobic bacteria
Bifidobacterium spp.
Bacteroidaceae

Bacteroides fragilis group
Lecithinase(+) Clostridium spp.
anaerobic cocci

Eubacterium spp.

Fusobacterium spp.

Clostridium difficile
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Table 2-1. Normal fecal flora of beagle dog feces (control group, n=4)
Organism before 9th day before 1st day during 2nd day during 5th day
Total 10.1+0.56°(100)° 10.940.12(100) 10.2+0.34(100) 9.9+0.08(100)
Total aerobes 9.8 +0.44(100) 10.2£0.20(100) 10.0£0.10(100) 9.8£0.06(100)

Enterobacteriaceae 7.3+8.1(100) 7.1£0.82(100) 5.5+1.75(100) 5.4 £0.32(100)
Streptococcaceae 9.5+0.52(100) 9.8+0.34(100) 8.7+£0.63(100) 8.6+0.47(100)
Staphylococcus spp. 2.8+0.09( 50) 3.2+0.87(100) — ( 0) 3.2 ( 25)
Yeasts - (0 - 0 - 0 - (0
Candida albicans - (0 — (0 - (0 — ( 0
Pseudomonas aeruginosa 3.0 ( 25) - (0 - 0 - (0
Lactobacillus spp. 9.2+0.79(100) 9.9+0.17(100) 9.9+0.15(100) 9.8+0.07(100)
Total anaerobes 9.5+0.82(100) 10.8+0.17(100) 9.5+0.74(100 9.2+0.19(100)
Bifidobacterium spp. 8.4+ 1.57( 75) 9.540.79(100) 8.7+0.84( 75) 8.6+0.86(100)
Eubacterium spp. 8.8+0.92(100) 9.9+0.25(100) 8.8+0.99(100) 8.3+0.28(100)
Bacteroidaceae 9.1£0.79(100) 10.7£0.15(100) 8.710.95(100) 8.3+0.53(100)
B. fragilis group 8.1+0.45(100) 9.7+0.25(100) 7.4+0.72(100) 7.1%+1.21(100)
Fusobacterium spp. 6.8£0.48(100) 7.7+£1.72(100) 5.7+1.09( 75) 4.6 ( 25)
Peptostreptococcus spp. 8.4+1.22(100) 9.7+£0.47(100) 8.6+1.17(100) 8.0+0.92( 50)
Clostridium spp. 8.5+0.74(100) 9.140.58(100) 7.7£1.29( 50) 8.6+0.00( 50)
Lecithinase(—) 8.5+0.74(100) 9.1£0.58(100) 7.74+1.29( 50) 8.6 ( 50)
C. difficile - (0 - (0 - (0 - (0
Lecithinase(+) 2.6 (25 — (0 — (0 2.6 (25)
C. perfringens - (0 - 0 - (0 - 0

® Mean=S. D. (Log,, CFU/g of wet feces)

¢ Not detected

Table2-2. Normal fecal flora of beagle dog feces (control group, n=4)

Percentage of beagle dogs from which the bacterial group was detected at the lowest dilution tested.

Organism during 8th day after 1st day after 7th day after 21st day
Total 9.9+0.042(100)° 10.2+0.37(100) 10.7+0.37(100) 9.6 +0.64(100)
Total aerobes 9.6+£0.17(100) 9.9+0.21(100) 10.2£0.16(100) 9.2+0.88(100)

Enterobacteriaceae 6.2+1.82(100) 6.4+1.51(100) 6.7+1.50(100) 6.8+0.48(100)
Streptococcaceae 7.4+1.82(100) 8.61+1.15(100) 9.3£0.50(100) 8.9+0.88(100)
Staphylococcus spp. 3.3+1.26( 75) 2.6+0.40( 25) 3.5+1.65( 75) 4.2+1.34(100)
Yeasts - (0 2.3 (0 - (0 2.8 (25
Candida albicans — (0 - ( 0) - (0 2.8 (25)
Pseudomonas aeruginosa 3.9 (25) 2.6 ( 25) 4.2 (25 2.6+0.43( 50)
Lactobacillus spp. 9.5+0.28(100) 9.9+0.24(100) 10.1£0.11(100) 8.8+1.12(100)
Total anaerobes 9.6+0.17(100) 9.6+1.15(100) 10.5%0.51(100) 9.1£0.37(100)
Bifidobacterium spp. 9.0+0.08( 75) 8.6+0.01( 50) 9.6+0.47( 57) 7.9+0.89( 5
Eubacterium spp. 8.910.43(100) 9.0+0.81(100) 9.7+0.74(100) 8.6+0. 57(100)
Bacteroidaceae 9.0+0.34(100) 9.1+1.55(100) 10.2£0.57(100) 8.0+0.30(100)
B. fragilis group 7.940.68(100) 8.8+1.72( 75) 8.3£0.55(100) 7.00.50(100)
Fusobacterium spp. 6.0 £1.49(100) 6.3+1.25( 75) 5.9+0.25( 50) 5.6 ( 25)
Peptostreptococcus spp. 8.6+0.24( 75) 8.5+0.17( 75) 9.6+0.59(100) 7.8+0.93(100)
Clostridium spp. 8.8+0.42(100) 9.5+0.48( 75) 9.5+0.58(100) 8.5+0.42(100)
Lecithinase(—) 8.8+0.42(100) 9.510.48( 75) 9.5+0.58(100) 8.510.42(100)
C. difficile - (0 2.740.49( 50) — (0 - (0
Lecithinase(+) - (0 - (0 23 (25 - (0
C. perfringens — (0 - (0 - (0 - (0

® MeantS. D. (Log,, CFU/g of wet feces)

¢ Not detected

Percentage of beagle dogs from which the bacterial group was detected at the lowest dilution tested.
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Table 3-1. Effect of ME1207 on fecal flora of beagle dog feces (12mg/kg/day, n=4)
Organism before 9th day before 1st day during 2nd day during 5th day
Total 10.5+0.20%(100)° 10.9+0.14(100) 9.5+0.30(100) 10.1£0.31(100)
Total aerobes 10.3£0.25(100) 10.3+0.20(100) 9.4+0.26(100) 10.1£0.30(100)
Enterobacteriaceae 6.9+0.61(100) 7.9+0.52(100) 6.3+2.29( 75) 5.4+2.31(100)
Streptococcaceae 9.8+0.37(100) 10.0+0.38(100) 9.0+0.28(100) 10.0£0.29(100)
Staphylococcus spp. 2.9+0.65( 75) 3.4+0.80(100) 3.6 (25) 2.3 (25
Yeasts —c (0 2.7+0.55( 50) 2.8 (25) - (0
Candida albicans - 0 2.7+0.55( 50) 2.8 ( 25) - (0
Pseudomonas aeruginosa 2.3 ( 25) 2.5+0.21( 50) - (0 - (0
Lactobacillus spp. 10.1£0.25(100) 9.9+0.12(100) 8.2+1.43(100) 9.1+0.38(100)
Total anaerobes 9.8+0.52(100) 10.8+0.16(100) 8.1+0.98(100) 9.010.47(100)
Bifidobacterium spp. 9.7+0.35( 75) 8.9+0.36( 75) 8.2+0.78( 50) 8.7+0.12( 50)
Eubacterium spp. 9.1+0.36(100) 9.9+0.26(100) 6.9+2.04( 50) 7.3 ( 25)
Bacteroidaceae 8.5+0.93(100) 10.6 +0.20(100) 6.7 +2.55(100) 8.2+1.29(100)
B. fragilis group 7.3+0.59(100) 9.9+0.39(100) 5.1+2.03(100) 7.2+0.78( 75)
Fusobacterium spp. 6.4 +0.30( 75) 7.4%2.73( 75) 4.1+1.86( 50) 4.7£2.04( 50)
Peptostreptococcus spp. 7.9+1.54(100) 9.7 £0.38(100) 7.3 (25) 8.1+0.71( 50)
Clostridium spp. 8.7+0.85(100) 9.0£0.75(100) 7.4%0.85( 75) 7.4+1.86(100)
Lecithinase(—) 8.7+0.85(100) 9.0+0.75(100) 7.4+£0.85( 75) 7.4+1.86(100)
C. difficile - (0} - (0 - 0 4.6 (25
Lecithinase(+) 5.2+0.38( 50) 3.0 ( 25) - (0 - (0
C. perfringens - (0 — (0 - (0 - (0

® Mean +

¢ Not detected

Table 3-2. Effect of ME1207 on fecal flora of beagle dog feces (12mg/kg/day, n=4)

S. D. (Log,, CFU/g of wet feces)
* Percentage of beagle dogs from which the bacterial group was detected at the lowest dilution tested.

Organism during 8th day after 1st day after 7th day after 21st day

Total 9.4+0.36°(100)" 9.8+0.32(100) 10.3£0.49(100) 10.0£0.11(100)
Total aerobes 9.1+0.67(100) 9.7£0.30(100) 9.8+0.54(100) 9.6+0.18(100)
Enterobacteriaceae 4.2+0.32(100) 4.4+1.10(100) 7.4£0.67(100) 6.21+0.45(100)
Streptococcaceae 9.0 £0.66(100) 9.6 +0.28(100) 8.9+0.89(100) 8.7+1.09(100)
Staphylococcus spp. 2.5+0.21( 50) 2.6 (25) 3.1+0.71( 50) 5.3+3.52( 79)
Yeasts — (0 - (0 - 0 — (0

Candida albicans - (0 - 0 - (G0)] - (0
Pseudomonas aeruginosa - (0 - 0 - (0 - (0
Lactobacillus spp. 7.6 +1.32(100) 7.6+1.67(100) 9.6 +0.60(100) 9.4+0.04(100)
Total anaerobes 8.8 +0.64(100) 8.6 +1.34(100) 9.9+0.94(100) 9.6 +0.52(100)
Bifidobacterium spp. 8.0+0.88( 75) 9.0£0.25( 75) 8.6 +1.60(100) 8.7+0.92(100)
Eubacterium spp. 8.1+0.28( 75) 7.6+ 1.84( 50) 9.2+1.06(100) 8.540.90(100)
Bacteroidaceae 7.9+1.67(100) 7.5+2.00( 75) 9.0+1.21(100) 8.7+1.75(100)

B. fragilis group
Fusobacterium spp.
Peptostreplococcus spp.

Clostridium spp.
Lecithinase(—)
C. difficile
Lecithinase(+)
C. perfringens

5.5+ 1.75(100)
2.3 (25)
7.4 (25)
8.2+0.69(100)
8.2+0.69(100)
5.0+£1.05( 75)
- 0
- ()}

7.2+1.70( 75)
- (0
8.6 (25)
7.5+1.24(100)
7.5%1.24(100)
4.4%0.72( 75)
- 0
- 0

7.4£1.66(100)
5.5%2.27( 50)
8.9£0.84(100)
9.140.92(100)
9.1£0.92(100)

7.0 (25)
4.0+0.92( 50)
4.6 ( 25)

8.1£1.79(100)
6.0+1.17( 75)
8.1+0.28( 50)
8.7+0.74(100)
8.7£0.74(100)
3.240.04( 50)

0

0

* Mean * S. D. (Log,, CFU/g of wet feces)

" Percentage of beagle dogs from which the bacterial group was detected at the lowest dilution tested.

¢ Not detected
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Table 4-1. Effect of ME1207 on fecal flora of beagle dog feces (250 mg/kg/day, n=4)
Organism before 9th day before 1st day during 2nd day during 5th day
Total 10.6 £0.482(100)" 10.9£0.29(100) 9.0+0.98(100) 9.9+0.76(100)
Total aerobes 10.0 £0.54(100) 10.2+0.53(100) 8.8+1.08(100) 9.9+0.76(100)
Enterobacteriaceae 7.6£1.25(100) 7.840.57(100) 2.8 (25) 35 ( 25)
Streptococcaceae 9.2+1.11(100) 8.9+ 1.76(100) 8.5+ 1.40(100) 9.9+0.76(100)
Staphylococcus spp. 3.7+0.71( 79) 3.5+0.85( 75) — (0 - (0
Yeasts —c (0 - (0 2.6 (25) 2.8 (25
Candida albicans - (0 - [0)] 2.6 (25) — (0
Pseudomonas aeruginosa - (0 — (0 - (0 — (0
Lactobacillus spp. 9.71+0.52(100) 10.040.45(100) 8.3+0.89( 75) 4.3 (25)
Total anaerobes 10.4+0.49(100) 10.8+0.23(100) 4.8+3.29( 75) 35 (25)
Bifidobacterium spp. 8.7+1.49(100) 9.5+0.42(100) 6.1+3.47( 50) — 0
Eubacterium spp. 9.8+0.69(100) 10.1+0.17(100) — (0 — ( 0)
Bacteroidaceae 9.6 +0.75(100) 10.6 £0.34(100) 2.3 (125) — (0
B. fragilis group 8.7+0.63(100) 9.6 +0.72(100) 2.3 (25) - (0)
Fusobacterium spp. 7.0+ 1.34(100) 6.5+1.63( 75) - (0 - ()]
Peptostreptococcus spp. 9.7+0.43(100) 9.6+0.33(100) - (0 — (0
Clostridium spp. 9.1£0.38(100) 8.9+ 1.12(100) 2.3 (25) 3.5 (25)
Lecithinase(—) 9.1£0.38(100) 8.9+1.12(100) 2.3 (25) 3.5 (25
C. difficile - (0 - (0 - (0 - ()]
Lecithinase(+) - (0 3.0 (25) - (0 — 0
C. perfringens - (0 - (0 - (0 - ()
® Mean = S. D. (Log,, CFU/g of wet feces)
® Percentage of beagle dogs from which the bacterial group was detected at the lowest dilution tested.
¢ Not detected
Table 4-2. Effect of ME1207 on fecal flora of beagle dog feces (250mg/kg/day, n=4)
Organism during 8th day after Ist day after 7th day after 21st day
Total 9.540.73%(100)" 9.34+0.92(100) 10.2 +0.28(100) 10.1+0.69(100)
Total aerobes 9.5+0.82(100) 9.3+0.91(100) 10.0£0.32(100) 9.9+0.53(100)
Enterobacteriaceae 4.4+0.45( 75) 4.1+2.48(100) 7.2+0.70(100) 6.1 +2.11(100)
Streptococcaceae 9.5+0.82(100) 9.3+0.91(100) 8.9+ 0.55(100) 9.1+0.74(100)
Staphylococcus spp. _c (0 - 0 2.3 (25) 3.6 +0.64(100)
Yeasts — ()] 2.8 (25 - (0 2.3 ( 25)
Candida albicans - (0 — (0 — (0 2.3 (25)
Pseudomonas aeruginosa — (0 42 (25 2.6 (25) - (0
Lactobacillus spp. 6.1+1.72(100) 6.5+0.74( 75) 10.0+0.29(100) 9.7 £0.54(100)
Total anaerobes 6.8£1.76(100) 5.8+4.24( 50) 9.7+0.20(100) 9.3+1.43(100)
Bifidobacterium spp. - (0 - (0 8.6+0.92(100) 9.0+0.74( 50)
Eubacterium spp. — [E0)] - (0 8.7+0.42(100) 8.9+1.10(100)
Bacteroidaceae 7.9 ( 25) 8.8 (25) 9.2 +0.46(100) 8.2+2.94(100)
B. fragilis group - (0 — ()] 8.3+0.41(100) 6.7 £2.05(100)
Fusobacterium spp. - 0 - 0 4.2+0.96(100) 7.3 (25)
Peptostreptococcus spp. - (0 - (0 8.7+0.31( 75) 8.8£0.66( 75)
Clostridium spp. 6.7+1.62(100) 2.8 (25 8.7+0.09(100) 8.9+0.79( 75)
Lecithinase(—) 6.7+ 1.62(100) 2.8 (25) 8.7£0.09(100) 8.9+0.79( 75)
C. difficile — (0 — ()] 3.7£0.95(100) - (0
Lecithinase(+) - (0 - (0 4.5+1.88( 75) 3.2+1.28( 50)
C. perfringens - (0 - (0 - (0 3.2+1.28( 50)

® Mean £ S. D. (Log,, CFU/g of wet feces)
® Percentage of beagle dogs from which the bacterial group was detected at the lowest dilution tested.
Not detected
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8. FfE B o ME 1206 Wbtz x4 4 2 et
WEDF = v 7

ME 1207 #t 5B 5-BAt4R B, %568 HH,
#5#T710H, B7HH, B2l HHNE 5 @N#ERE
L N 4 % X 1 72 Enterobacteriaceae, Streptococ-
caceae & U Staphylococcus spp. 122 5 & 20 ¥k % A
BITRIRL, UToORKFERICHTFALNY)—7 L7,
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spp. 12D\ TIF RS MR E A TR Mt (STA L H
X)) Kt %& ME 1206 % 12.5, 100 ug/ml &8 ¥ 5[4
FERSEAREEHIZ, Streptococcaceae (2 DV Tid [ & )
ME 1206 ® 1X 5 % Baideim # 483 5 STA #KF
MEEH & F V72,

HRKFREMICHE#ITC0 RS L,
ME 1206 ? 12.5 ug /ml & 4 FAR I 8456 L 72 %k %
ME 1206 8 & HE L 72,

372, BIEL 72—EROHIZ O\, Api 20 E, Api 20
STREP Xkt Api STAPH (7 2 /7 #i#) #HWTH
HBoOEE 17> 72,

1. #& 32

1. ¥EFEOMRK

wEOMMKIE, EBRHTZEL TSR
ICBWTLIEET, THIZEDREEIEHLN G-
72,

2. EEREENOLH

*HBRRE, 12 mg/kg/day K& UF 250 mg/kg/day H 58
(4 I8) DBEE, BIFAMEE REAEERVUE
BEEEOEECEE, EREERVREFRNRAE
&% Tables 2~4 (27" L 72,

1) XNEE (75tR) T3, EBRMMPEELT
EEII—EL B, 2O NSh oz, 2N
BEAEOKMBKICL BT VX /NS0T

MR TlE, Lactobacillus  spp., Streptococ-
caceae, k \» T Enterobacteriaceae »* % <, Sta-
phylococcus spp. 13 % % T H - 72, Yeast,
Pseudomonas aeruginosa D HBUIFE 2 EBH LN B2
B2,

B A M B B o £ 4K 3 Bifidobacterium spp.,
Eubacterium spp., Bacteroidaceae, Peptostreptococ-
cus spp., Clostridium spp. T - 7z, C. difficile 1313
EAERHENT, 2RIz 103, 10°CFU/gitiE
12DHATH - 712,

2) 12 mg/kg/day 5B T3, 11& A CREFRMYE
BEOEHIED SN 572,

BEEREERIC T, &5 PR R AR A EE S
L7, BB T3, Enterobacteriaceae I- £ 5 1
IR A B AR S 1L, BERMEEEIC L BRI LY
WRED LN BHIHH - 72,

3) 250 mg/kg/day ¥ 58 Ti3, BFAHEHNE
iz A FBH b h o7z,

RS BIIE L (R LRBBRUTICZ 56

Table 5. Detection of Clostridium difficile and D-1 antigen in beagle dog feces
in the control group and the groups administered ME1207.

before during after
9th Ist 2nd 5th 8th st 7th 21st
C. difficile 0/4* 0/4 0/4 0/4 0/4 2/4 0/4 0/4
Control

D-1 antigen 1/4 3/4 4/4 3/4 3/4 4/4 4/4 3/4
C. difficile 0/4 0/4 0/4 0/4 3/4 3/4 1/4 2/4

12mg/kg/day
D-1 antigen 1/4 4/4 3/4 2/4 3/4 1/4 2/4 1/4
C. difficile 0/4 0/4 0/4 0/4 0/4 0/4 4/4 0/4

250mg/kg/day
D-1 antigen 3/4 3/4 3/4 1/4 0/4 0/4 0/4 0/4

.

number of beagle dogs detected

number of beagle dogs in a group
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Lho71,

/M B B T3, Enterobacteriaceae & ¥
Lactobacillus spp. A v LB FLIT &2 Y,
Staphylococcus spp. 13 5 HMP £ CREBEI N -
1z, Streptococcaceae 2%, K& L ZEBT L% H
2712,

AN ZEBII RS HEPIZ LA ERE S N H
212,

3. C. difficile B ¥ D-1 StE DR H

C. difficile R " D-1 ;LR DK HFER % Table 5 (2
KT,

C. difficile 13 12 mg/kg/day #& 5 8 Tk 5 #AMH 1%
Az R0 % R E Nz AY, 250 mg/kg/day 58T
3HR5#T 7B Bic—BEICREBENZLUMNMIE (R
W& Nch » 72, D-1HURIT BB R O 5 2ARIATIC
BWTL ZHEEICKRE X255 FiC ME 1207 #% 5-8
TEHEREINBEMIT L h - 72,

4. #f{Erho) ME 1206 8%

ME 1206 D ¥ FEHBENFEFR % Table 6 12/RL 72,

12 mg/kg/day %58 Tlz, 5B PO EFEOH
12 ME 1206 #¥ 4 BeKIZ 1.2~36 ug/g e S L7255,
e & T 1ug/g UT TH-72,

250 mg/kg/day %58 T3, 58T 1 k% B
% ME 1206 (3 1,000 xg/g Ll ERRH & 7z,

5. #fFrhon p—7 75 e—+tiEHN

BERD —F 7 92— LilEtkO#ER % Table 71
w7z,

EERMICEFED D p—F 7 = — L iHERII KD - 72
Y, G IR TIE RS REIET% L D SR EE TS
@ oz,

6. IEFESBEMBEAH S0 ME 1206 fiHE O

Enterobacteriaceae 1= D\ T, #5 #5R dhitEE
DEEN S - 7205, BE5#T 7THBICIE, 2Bt
BHEIIREENL k-7, REDEER, HEHET
£ T E. coli T, iEH 3% T Enterobacter cloacae T
& -1z (Table 8),

Streptococcaceae (= D> Tl %5 HARIHT, MM
LNk - 2h, RGP TRIERE %Y,

Table 6. Fecal concentration of ME1206 in beagle dog feces in the groups adminstered ME1207

Beagle MEI1207 before during after
dog 9th 1st 2nd 5th 8th st 7th 21st
no. administration day day day day day day day day
1 12 mg/kg/day — — 14.4* 0.58 — - - -
2 12 mg/kg/day - - - - 1.22 36.0 - —
3 12 mg/kg/day - - 4.18 - — - — -
4 12 mg/kg/day — - 0.17 0.33 0.91 0.13 - —
5 250 mg/kg/day - - 1,680 5,580 5,240 8,630 — -
6 250 mg/kg/day - - 4,840 6,280 2,270 6,200 — -
7 250 mg/kg/day - - 5,340 11,500 7,010 1.71 - —
8 250 mg/kg/day - - 4,650 1,470 5,400 6,330 — -
‘uglg

**; Not detected(<0.1254g/g)

Table7. B-lactamase activity in feces of beagle dogs administered ME1207
Beagle before during after after
dog Ist 8th Ist 7th
no. day day day day
1 <0.05* 0.08 0.08 0.11
2 <0.05 0.09 0.09 <0.05
3 <0.05 0.20 0.09 <0.05
4 <0.05 0.09 0.08 <0.05
5 <0.05 0.07 0.09 <0.05
6 <0.05 0.06 0.06 <0.05
7 <0.05 0.08 0.06 <0.05
8 <0.05 0.06 <0.05 <0.05

*u mol cephaloridine hydrolysed/min/g
Assay ; microiodometric method
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Table 8. Proportion of ME1206-resistant strains of Enterobacteriaceae isolated
from beagle dog feces after oral administration of ME1207
Beagle dog administration before during after after after
no. of ME1207 1st day 8th day 1st day 7th day 21st day
1 12 mg/kg/day 0/20* 2/4 0/20 0/20 0/20
2 12 mg/kg/day 0/20 20/20 10/10 0/20 0/20
3 12 mg/kg/day 0/20 0/2 0/7 0/20 0/20
4 12 mg/kg/day 0/20 16/20 20/20 0/20 0/20
5 250 mg/kg/day 0/20 = 6/6 0/20 0/7
6 250 mg/kg/day 0/20 20/20 2/2 0/20 0/20
7 250 mg/kg/day 0/20 20/20 20/20 0/20 0/20
8 250 mg/kg/day 0/20 20/20 1/1 0/20 0/20
* _Number of ME1206-resistant strains
Number of strains tested
**Not detected
Table9. Proportion of ME1206-resistant strains of Streptococcaceae isolated
from beagle dog feces after oral administration of ME1207
Beagle dog administration before during after after after
no. of ME1207 Ist day 8th day 1st day 7th day 21st day
1 12 mg/kg/day 0/20* 20/20 20/20 17/20 3/20
2 12 mg/kg/day 0/20 20/20 20/20 1/20 0/20
3 12 mg/kg/day 0/20 20/20 20/20 9/20 9/20
4 12 mg/kg/day 0/20 20/20 20/20 0/20 0/20
5 250 mg/kg/day 0/20 20/20 20/20 2/20 0/20
6 250 mg/kg/day 0/20 20/20 20/20 3/20 2/20
7 250 mg/kg/day 0/20 20/20 20/20 1/12 0/20
8 250 mg/kg/day 1/20 20/20 20/20 4/20 0/20

* Number of ME1206-resistant strains

Number of strains tested

% T 7THH, 21 HH CTHMHOES KL L 72,
[W)SENEER, ReZPERi Streptococcus spp. T, WiHE
Wilx Enterococcus faecium, Enterococcus faecalis T
» -1z (Table 9),

Staphylococcus spp. DR H 3 %5 B H i A A 12
»HY, MHEEOHBUIEBD LN h -1, Bk
DWTWE L 28 %, Staphylococcus aureus T & -
7z,

. =#& =

Aol Fz iz e — 7 K% BT ME 1207 O#O#
52 L 2 NE A~ R T, BRRHEE I S =
7 12 mg/kg/day #&5-8£ T3, EHEDIZER O ETFE
P HF H 238 5 1, Enterobacteriaceae, Bl

HWEEDE T DA A FE & 17z, 250 mg/kg/day
5 8ETI3, HEHIZ 1,000 ug/g UL EOBIE G
O LI, BNWEENEE L 2 L <, Enterococcus spp.
FRDOERICEILL 72,

% 72, ME 1207 #5812 >\» T3, Enterobacter-
iaceae T, E. coli & E. cloacae \=, ¥ 72 Streptococ-
caceae (3 Enterococcus spp. IR EZ R L7z, =
DHRRZEMO €7 L 2B TL—HOIZEBDH LT
557,

AR & DR AIZ 515 5 ME 1207 ¢ 200 mg X3
[l/day X7 H##IC & 2 B NE#EDERIREBR O E T
12, 74% 3 BOEMEHIZ 1,000 ng/g itk BB EH
BIBEN T B 0 4 £icidid & A & ME 1206 A%
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RIEEN T e w8, F 72 cefixime, cefpodoxime

proxetil DR A D5 N # DL ERBR OB Tla,

FORPEBICHIRTEEDRED LT, Ziud o
B—7 72— tiEHE LBl TWwb 2 &hmR3EnT
5™, cefuroxime axetil NREIENDEHE T3, 0%
FEhICHBEEEA RO 5N T,
Bacterozdes fragilis group i3+ X4 I /770D
JF—txEAL T b, ZOBEFEICLNIZEA
Emt7lAmumm%%%&HéoMEw%é_m
BEICEDIKBENDY, #6- T, b g, 3
B f—7 7 > —LIEHDOE B AIZ IR DT K
L, BREFEORBL LU b EEZ L5, L
L, SRV E—=7 L KDOEEIR, EFERTYE
—RETHBEINTYSZ o BREL L% CBA
B#L—THED, p—7 7 7=—iEH LKL - 72
%, ME 1206 p5i2izeflicstianrzsFz o5,
I, BEREWENREIC L 5 C. difficile D EE
B ZDFEFIC L B TH, BEMEKEROBIEITE
HEN T ZRENL7 2 2852 TY, C
difficile DEBRHIREH LN T 5B, FEOE—T7 LK
NEBETIZ, 12mg/kg/day &5 B
ficile D WBURAIM A FRD & L7255, D-1 HUFIZ AR EE,
BREROEFEL S ECRBEINTEY, &5ICLD
R LD O e h - 12, F 72 250 mg/kg/day
B5EETIZ, BG5BT C difficile, D-1HURE LIS
BREEN o7z, ZHUIEBERICEBECHAT S
ME 1206 #* C. difficile DfaER 1 L 722 &2 &
Lo Lt

ME 1207 Db — 7 W KIBHH I RITTHB O
Riy, FHEENO L7 2 280k FIGHNE#E~ORED

BRI —HTELOTH- 72, - T, ME 1207

BRI, @1 Enterobacteriaceae, Enterococ-

cus spp. NIV C. difficile DIEIN%FE % SHEIC B
(EHH B,

BT, C dif-
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THE EFFECT OF ME 1207, A NEW ORAL CEPHALOSPORIN, ON THE
INTESTINAL MICROFLORA OF BEAGLE DOGS

Atsushi Tamura, Takashi Ida, Sakiko Saito,
Heijiro Suzuki, Tetsutaro Niizato, Masato Misaka
Etsuko Nakayama

Pharmaceutical Research Center, Meiji Seika Kaisha, Ltd.
760 Morooka-cho, Kohoku-ku, Yokohama 222, Japan

Koichi Wada
Intestinal Flora Laboratory, The Calpis Food Industry Co., Ltd.

The alteration of the fecal microflora was inspected before, during and after oral administration
of MEI1207 (pivaloyloxymethyl ester of ME1206) to three groups of beagle dogs (12mg/kg/day, 250mg
/kg/day and control group) at single dose per day for 14 consecutive days. We investigated the
detection of D-1 antigen from Clostridium difficile, the antibacterial activity of ME1206 and 8-
lactamase activity in the feces, and determined the proportion of ME1206-resistant strains isolated
from the feces in the groups administered ME1207.

1. The feces of three groups each were normal during the experiment, and no changes such as
diarrhea were observed.

2. A slight decrease of Enterobacteriaceae and a transient decrease of anaerobes were observed
in the 12mg/kg/day group. A substantial decrease of Enterobacteriaceae was observed and as the
results the mained fecal flora was Enferococcus spp. in the 250mg/kg/day group.

3. The detection rate of C. difficile was high in the 12mg/kg/day group.

4. The antibacterial activity as ME1206 in the feces was low in the 12mg/kg/day group but high
(more than 1000k g/g) in the 250mg/kg/day group.

5. B-lactamase activity in the feces was low.

6. The resistant strains were observed in the Enterobacteriaceae but not in the Staphylococcus spp.
during administration of ME1207.



