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AT-2266 (2 4BFEFT CAR I hicdn (1.5 KM4)
%M\, Ampicillin (ABPC)i2/iG (7 MV ¥ a4,
BAHE YAV, THL S 0.4% prFFs 2 F1L
AR~ X2 12.5mg/ml OEECTFEF IIBEREL,
S0mg/kg/[@, 1H2[E, 5HM, 1H3POYH+FIC
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3. REMEHOBRE

HEIHFERBE (0B A) O®ERI, 5 BMBSH%
NEA (5HH) FIUHREHRTHREHAE (12BR) »
/i3, #MEMGL O FHEENSgxTEIFRL,
FKEEEHD 10 ml PR AREE L1 - OMBE X HFR
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¢l % Table 1 KRTHESBARKER VI v 5 -2
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DEERER O FERIRZ LB AMLEREES
HBRERIERSD 125 - TRIE L oo

5. HEETaLE

0AH, 5HER LU12H A Dy FEEOMTEER
i+ BEERETRL, HFEEREL Student D t-test
B> TERRE L 120
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Table 3 IL/RT & CMAMHBRTIZOHE (B%K
PRt& A )iz Enterobacteriaceaeiy. £ { BiH X 1-¥*, Bac-
teroidaceae ¥ Streptococcus (1.3 Pl hE P
B 100 s or 100 fH/g S hice 5 HE (KM
TER) i3 PH 1R, 12BE (HEMRTHSHE)
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BB e < 10 /g MR TH - oo
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|
Organism

Anaerobes

Anaerobes

Bacteroidaceae
Bifidobacterium
Eubacterium
Lactobacillus
Clostridium**

Streptococcus

Staphylococcus i
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Media and incubation methods for the
isolation of bacteria in rabbit feces

Enterobacteriaceae 3 DHL (Eiken)

Aerobes i

Medium f::;;:mi""
EG (Nissan) | 37°C, anaerobic,
72 hours
BL (Nissan) | 37C, anaerobic,
72 hours
4 NBGT* 37°C, anaerobic,
72 hours
BS* 379C, anaerobic,
2 hours
ES* 37C, anaerobic,
72 hours
Modified 37<C, anaerobic,
LBS* 72 hours
NN* 379C, anaerobic,
72 hours
TATAC* 37C, aerobic,
' 48 hours
PEES* | 37°C, aerobic,
| 48 hours
! 37C, aerobic,
' 48 hours
Blood agar 37%C, aerobic,
48 hours

* See references 3 and 4
**Lecithinase positive

Table 2 Changes of body weight in rabbits serially
receiving AT-2266 or ampicillin at an oral
dose of 50 mg/kg, twice a day for 5 days

Body weight (kg) on day:
Group ] I
0 5 i 12
Non-treated | ; 7510 12% 2.88+0.20 [3.2040.%
control cre=u -O0=4- ser=
ABPC 2.78+0.13 | 2.55+0.05 [2.67+0.12*
AT-2266 2.75+0.10 | 2.77+0.10 [3.02+0.15

*Average of 3 rabbits + standard deviation
**Significantly different from non-treated control
(P £0.05)

PEARZ b7 2006 URFHEINLFHT Holo b

Enterobacteriaceae H\$§in3 % Dit BHICEERTH-
oo X DBE%EYT 570, 5, 120 B
Enterobacteriaceae % R EL, KKIRSH & AL

(Table 4),

0 BB 28X t- Enterobacteriaceae
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Table 3 Changes of bacterial flora in rabbit feces by serial oral administration of AT-2266 or ampicillin

’ Log (bacterial number per g feces) on day :
Group Organism !" | - I
| 0 | 5 | 12
Enterobacteriaceae ( (0) ** ‘ 1.2 £ 2.1*(1) 2.9 £ 2.6 (2
Bacteroidaceae | 81 x09(@) | 86=x0.2(3 8.8 + 0.2 (3)
Bifidobacterium o) | (0) (0
Eubacterium | o | 0) (0)
Non-treated Peptococcaceae ‘ 0) (V) 0
control Lactobacillus (0) ' (0) (0)
Clostridium (0) o | 0)
Streptococcus 57+05(3) | 58+03(@3 | 59+1.0(@)
Staphylococcus : 0) | (0) 0
Total bacteria 8.1 £ 0.9 (3 1 8.6 £ 0.2 (3) 8.8+ 0.2 (3
Enterobacteriaceae ! 1.4 = 2.4 (1) I 9.1 £ 0.2 (3) 5.7 = 0.5 (3)
|
Bacteroidaceae 8.8 + 0.2 (3) | 8.4 + 0.1 (3) 9.4 + 0.2 (3)
Bifidobacterium ‘ © | 0 (0)
Eubacterium (0) l 0 0
Peptococcaceae ‘ (0) 0) (0)
ABPC Lactobacillus ‘ 0) (O 0
Clostridium ] 0) | 0) 0)
Streptococcus 54+ 03(3) | 1.3+ 231 3.0 £ 0.2 (3
Staphylococcus ‘ o o | (]
\
Total bacteria . 8.8 0.2 | 9.2=*0.1(3 9.5 = 0.2 (3)
Enterobacteriaceae 3.3 £ 2.9 (2 1.3 £ 2.2 Q) 0
Bacteroidaceae " 8.7 0.1 (3) ‘ 9.5 + 0.2 (3) 9.1 + 0.3 (3)
Bifidobacterium o) 0) 0
Eubacterium (O (0) (0
Peptococcaceae © | (0) 0)
AT-2266 Lactobacillus (O (0) (0
Clostridium | 0) i o | 0)
Streptococcus 53207 @ | 46+1.1(3) | 45+ 1.6 (3
Staphylococcus ‘ | (0) ()
i Total bacteria | 8.7 £ 0.1 (3) | 9.5 + 0.2 (3) 9.1 = 0.3 (3)

* Average of 3 fecal samples=standard deviation
**Number of bacterium-positive fecal samples
Drug treatment : 50 mg/kg/dose, twice a day for 5 days

BWhi E coli T, +0BEZHY MIC ETrRT L hie 12A Bicit ABPC #5E8f 46 Enterobac-
AT-2266 0.2 ug/ml, ABPC 3.13 pg/ml T 105 H teriaceae HEH XN 1-H, REDKE E. coli »
BiZ5r# X i Enterobacteriaceae 4-3+~T E. coli Klebsiella pneumoniae » RE LTkhH, FNF h
Thotohl, B3 AT-2266 0.2pg/ml, ABPC D AT-2266 (253 SRS 0.2 35 X 05 0.39 pg/ml,
3.13~> 100 pg/ml ¢, ABPC BBtk RN X ABPC 1oxt4 552 12 3.13 ~ > 100 #g/ml 35 X OF
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Table 4 Drug susceptibility of Enterobacteriaceae
isolated from feces of rabbits orally treated
with AT-2266 or ampicillin

MIC (ug/ml)
Day | Group Organism SR
AT-2266| ABPC
AT-2266| E. coli 0.2 3.13
0 | AT-2266| E. coli 0.2 3.13
ABPC | E. coli 0.2 3.13
AT-2266| E. coli 0.2 >100
5 ABPC E. coli 0.2 3.13
ABPC E. coli 0.2 >100
ABPC E. coli 0.2 >100
ABPC | E. coli 0.2 3.13
12 ABPC | E. coli 0.2 >100
ABPC | E. coli v 0.2 >100
ABPC | K. pneumoniae 0.39 12.5

Drug treatment : 50 mg/kg/dose, twice a day for
5days

12.5 pg/ml Tl » 120
m. * %

BRHEEEYRIC L D b RIg>TWB T Lk
BELAOh I ERTHDY FEAOBNMERCRE
THEBLADL LD, FoRMYrBV50MHLTHS
MOV TREHRILILV A, SEbhbhii ERER
RUES#E D BMli7e v v ¥ 2 AT, AT-2266 OBAEE#
CRIET @Y ABPC % BHEBIAY & L TR,

B 581D v ¥ OEFE P TCIL Bacteroidaceae HiF{H)
BN BHECRT Streptococcus b, Enterobac-
teriaceae (MRS BB L ThicW BB, £
OfEOEBIRH S hitholee DX 5 ICEEBRI
HEHEMNrORET, RABNBE CEEERILE
14— FLNIZH - TV B DT, 3KHIH Bacteroida.
ceae S Streptococcus (¥ D X 5 it MBYy RiF+H%
ARDCR Y FILE L BYE L Bbh b,

ABPC % 50 mg/kg/[Hl, 1H2[H, 5 HREEREED
BE LIy ¥ Tk, B512 X b Streptococcus DY
L3k Enterobacteriaceae D REWMMMI O ZR L i,
REWPE L 1= Enterobacteriaceae i} 2 ] it ABPC &
EMMHEETH - 1285, 1P ik ABPC %# E. coli
Thotoo ABPC Bk b ABPC RESSHEA N1
SZEBIELNTIX VAL, ABPC B2 E. coli DY
U 7Bk it ABPC ifitte® Bacteroidaceae 3%
VARARIEFE LT IDT, Bacteroidaceae DHRET
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% p-3 7 8w—+HiLk b ABPC AR EI T\ i
HbELHRA,

—7%, AT-2266 % 50mg/kg/[Bl, 13 2[H, 5 A
BREAHE Lty v+ Tik, HFEN3 Pk 2 Bory
e Enterobacteriaceae (3 10%2 {/g) Aifks
TBRK 3IFF 1 P02 (P10 E/g) 2h,
BEMRTHRS BR3P bMMEhic ot &
DL AT-2266 DHBIEADIDL bEX HhBH,
M0 L vy FDOBATIL Enterobacteriaceae 3,
FEMMERE O BT DI - oRHESFRE L
TV DT, ZORERNSEBIZEKHD Enterobacte.
riaceae X+ AIEAYTATHE LIz BT H~2Th
550 —7 Bacteroidaceae L Streptococcus i3 5y¥#
TEEHIUKRTHS BROVWThORAICK-THE
ORI BDOhieh oo Lichi> T AT-2266 i1
SED L 5 e RBREUT TR hbOHBEC KBy E
IZ4RR N2PE oI/ 5-F (-

A 65D AT-2266 phase I RRIC KT ¢ + #EM
EERASEETIE, AT-2266 1[@400mg, 1H 2,
5 Bi1#y 5 ¢ Enterobacteriaceae s XU Staphyloco.
ccus (XA L1=h3, Anaerobes is X U° Streptococcus
ELALBEB LA > e L BEINTWSD, Lics
> T ¥FORBEER L Enterobacteriaceae, Anaero-
bes ¥s X UF Streptococcus ZBAL Tite Mk HER
BRYILSTFHLTNB LB 5,

YHFE LD F ORBERTES L THDH L, AT-
2266 (2B D Enterobacteriaceae % Staphylococcus
WX BH, Anaerobes % Streptococcus ¥ D
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INFLUENCE OF AT-2266 ON RABBIT FECAL FLORA

SaTtoru INoug, Yujt KuBo, Yuzo SakacucHI, SHINICHI NAKAMURA
and MAasANAO SHIMIZU

Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

AT-2266 or ampicillin (ABPC) was orally administered to rabbits at a dose of 50 mg/kg per dose, twice a day
for 5 days, and their general symptoms and fecal flora were checked before and after administration.

ABPC administration caused the decrease of body weight and fecal amount, and a marked change of fecal flora,
i. e. the remarkable increase in the number of Enterobacteriaceae and the significant decrease in that of Strepto-
coccus. The increased Enterobacteriaceae were mainly Escherichia coli, and the MIC values of AT-2266 and AB
PC for them were 0.2 and 3.13~ > 100 p#g/ml respectively.

AT-2266 administration did not affect body weight nor fecal amount, but decreased the number of Enterobac-
teriaceae, a minor component of rabbit fecal flora, without affecting the number of Bacteroidaceae and Strepto-
coccus.

These results indicate that AT-2266 being different from ABPC is a drug not affecting major components of rabbit
fecal flora.



