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Too BEMPRUBMETICY R, v MBIV HFTIIIS~61Y%, (X TiH13.6, Thotx,
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RILITB VTR LIEEHERITH Y, 77 LGS
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EERRETRO AM-T1S o R BIc#E LY
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TREEENDEZVIZL b b3 4.9 pg/ml L3
E%¥RL,

Fig. 1 Serum levels of AM—715 after oral administra-
tion in mice (mean:SE, n=5) Dose: 50mg/kg
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Fig. 2 Serum levels of AM—-715 after oral administra-
tion in rats (meantSE, n=6) Dose: 50mg/kg
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Fig. 3 Serum levels of AM—715 after oral administra-
tion in rabbits (mean+SE, n=5) Dose: 50mg/kg
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Fig. 4 Serum levels of AM—715 after oral administra-
tion in dogs (meantSE, n=3) Dose: 30mg/kg
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2. (FRNHE
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#%1mMCRICEL, EORBEIX3Tegml THY,
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<UR, Ty b, UHEXBIUAXEOARE LS
BNUERIT2HEME CORPREE S Table 5 iz, R
ALt # 2 Table 6 iz h ¥R LI, AM-715 % 50

Table 1 Tissue distribution of antibacterial activity after oral administration of
AM-715, 50mg/kg, in no fasted mice (ug/g, ng/ml)
Time (hr)
Tissue 0.5 1 2 4 6
Lung 0.2:0.0 0.2:0.0 0.1:0.0 ND ND
Kidney 0.4+0.1 0.5+0.0 0.210.1 0.2+0.0 0.2+0.0
Liver 1.0:0.1 0.7:0.1 0.5+0.0 0.5+0.0 0.5:0.0
Serum 0.5£0.0 0.3:0.0 0.21£0.0 0.1+0.0 0.1£0.0

(mean + SE, n=5)

Table 2 Tissue distribution of antibacterial activity after oral administration of
AM-715, 50mg/kg, in no fasted rats (ug/g, ug/ml)

Time (hr)

Tissue 0.5 1 2 4 6
Lung 0.7:0.2 0.9+0.2 0.5:0.8 0.2:0.0 ND
Kidney 7.4+1.4 6.8+1.2 4.4+0.6 1.9£0.1 1.0£0.1
Liver 4.1:0.9 3.7£0.6 2.5¢0.5 1.2:0.2 0.7:0.1
Serum 0.9:0.1 0.8+0.1 0.5+0.1 0.2+0.0 0.1£0.0

(mean ¢+ SE, n=6)
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Fig. 5 Prostate and serum levels of AM—715 after oral
administration in fasted rat (mean:SE, n=S5)
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Table 3 Tissue distribution of antibacterial activity after oral administration of
AM-715, 50mg/kg, in fasted mice (ug/g, ug/ml)

Time (hr)
Tissue
0.5 1 2 4 6
Lung 2.0:0.4 1.410.5 0.8+0.3 0.3:0.0 0.3:0.1
Kidney 2.8:0.7 1.6:0.2 1.21:0.2 0.5:0.1 0.5+0.2
Liver 1.7:0.6 0.7£0.2 0.4:0.1 0.3:0.1 0.2:0.1
Serum 1.0£0.1 0.5:0.0 0.4:0.1 0.2:0.0 0.2:0.1

(mean + SE, n=5)

Table 4 Tissue distribution of antibacterial activity after oral administration of
AM-715, 50mg/kg, in fasted rat (ug/g, mg/ml)

Time (hr)
Tissue
0.5 1 2 4 6
Lung 4.1:0.6 2.9+1.3 2.1:0.2 1.0:0.4 0.3:0.1
Kidney 10.5+1.0 8.3:0.6 4.7+0.3 1.7£0.3 1.60.5
Liver 13.6x1.1 8.5£0.7 5.5:0.7 1.610.2 1.1:0.3
Serum 3.0:0.5 2.3:0.4 1.6£0.7 0.8:0.2 0.8:0.3

(mean ¢ SE, n=5)

Fig. 6 Tissue levels of AM—715 after oral administra-
tion in no fasted rabbits (meaniSE, n=S5)

(Mean + SE, n=5)
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Table 5 Urinary levels of AM~715 after oral administration
til ml
Animal  No. of  Dose Concentration (ug/ml)
species  animals  (mg/ke) 0~3 3~6 6~24 24~48  48~T2hr
Mouse 10 50 33.1+ 2.8 27.2¢ 3.2 23.1:2.0
Rat 10 50 89.3+19.5 99.2+15.9 32.240.1
Rabbit 5 50 57.4£15.5 52.1£13.7 20.9£4.9 3.5¢ 0.8 0.7£0.2
Dog 3 30 623 13 70.5£32.5 23.4:8.6
(mean t SE)
Table 6 Urinary excretion of AM—715 after oral administration
Animal  No. of  Dose Recovery rate (%)
species  animals  (mgfke) 0~3 0~6 0~24 0~48 0~72hr
Mouse 10 50 1.6:0.2 2.1:0.1 5.1:0.2
Rat 10 50 1.8:0.4 3.310.4 6.1:0.6
Rabbit 5 50 1.8+0.1 2.3:0.2 3.5:0.3 4.4:0.6 4.5:0.6
Dog 3 30 13.6:2.3 15.8:3.2 16.3:3.2
(mean ¢ SE)
mg/kg &0 Le=v R, 7y bBIVYHF TR
g/kg #AHL v 7y o=

5.1 6~24 B5f/R T 20 pg/ml L E o> BEEZRL, A
X 1330 mg/kg 5 T L,48~T2 R RAIR T 23.4 pg/ml LL
LoBEZT L, HEHUFME ToBERII-Y 2,
Sy b, VFEXBICAL IRV TERER, 5.1, 6.1,
358 LU013.6% Thol,

4. RBitepHEtE

5 v b iz AM-715, NA £ X U8 PPA # 50 mg/kg #
B Lo ~o kit % Table 7 1258 Lz, AM-
715, PPA 3#: 5% 0~3 Bl CIEBEEICEL, &4
31.0 5 L 10 27.4 pg/ml TH -7z, NA 13 51% 3~6Ff
Rl B REE 18.6 pg/ml 2R L7, 6~24FRITHREH
PRE X NA, PPA T2 10 pg/ml Hi£TH - 2D
izt L, AM-715 13 18.9 pg/ml L 2 (EREBV-BRE LT
L7-, #5124 % ToPkltgRz AM-T15, PPA, NA
T4 243,197, 1.33 (% of dose) TH V, AM-T15 1%’
PPA 0 1.2{%, NA 0 1.8{%Tdh > 7z,

AM- 15 %<9 2, Fv b, VHXFBITAL IO
AFIEDRET 5 L, MEPBREREEH0.5~18
M REREICEL, TORER~YR, v FRIV
U4 X (# 5% 50 mg/kg) T3 0.5~0.9 pg/ml ThH o1z,
AR THES v F omiFEPRET UCEFRE AM-TI5 &
BWTHBRLED L —F L, 4 X Tid#kE& 30 mg/ke)
BHIEVDIT L b b E OREBET 4.9 pg/ml L
BVMELRL, METRERGHEICX ZMENEDDL
hi-. Miloxacin (MLX) i34 X, =7 227 v b T
BECOHETRETH 729 LBEShTWS, ¥,
PPA I~ R, 7v MRS X TOMBEIBELE
WO Lo#EENDH Y, AM-71513 PPA LRI LHEMERL
Teo HMPERERME RN _RETRDB LU R, T
g FRICYH XTI LS~22BRTh D ZNL b oTte
LHALAXTIRAIFMLEIEERELTE Y Zhite M0
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Table 7 Bile excretion of antibacterial activity following an oral administration of
AM-715, 50mg/kg, in no fasted rats

Concentration (ug/ml)

Recovery rate (%)

Time

(hn) AM-T15 PPA NA AM-=T715 PPA NA
0~3 31.0¢3.5 274126  14.7:15 0.60:0.1  0.60:0.1  0.29:0.0
3~6 264832 22.6:17  16.6:2.4 1.02:0.1  1.0120.1  0.56£0.1
6~24  18.9:1.6  10.2:1.2 9.3:1.7 243:02  197:0.1  1.33:0.1
24~27 6.7:0.9 ND* ND 250:02  1.97:01  1.33:0.1
*: <2ug/ml (mean:SE, n=AM-71S5, 12, PPA, 10 and NA, 10)

BELEUNETH N, =R, Sy FBIVYHFiX
BOfEs2~4M % ¢ 0.2 pug/ml M Lo g hBE %
HELTVWE, AM7I51375 ABBHEE O£ 1201
pg/ml P F o MIC #5519, invitro DERT iz MIC
UED AM-T15 25N+ 2 L 2~4 BRI CERHBR
PFLaD0, kNTRAMEIZLALZTIIRELS
RipnZ e, LzMPCLMEEA LoKAasDi
SHBRTHFETSY JLdEXD L, ZTOBETHD
WH*MEETE2X5Bbh3,

2UR, Ty MIBITHHERRER X UIERARICIT
ZMEPBETERE (AUC) 2 g+ LAEEND Y,
MR DG BRI F D - 7o, BREFPIREE 13 Mg i
EVEETOIREICIBERERMELLY, RARKICIIH
R _RBBRNBE IR - 7, BARICIZmFT
BEXEBVWILLLBBENBELE k-t tEXLR
B,

AM-715 o Rkt iz MLX® Ll =92, Sv
FCIRFERE, 4 X TREVELZ TR L, PPAD [t~
3L7UR, 79 bBEIUVAXTEVERZRLE, Lk
L AM-T15 o RPBERE 5% 6~24 5 £ T 20
pg/ml P EDBENHERES R, invitro D5 Tk
AM-715 % MIC RELEFHMT 5 L REERARSH V24
RS TLHEOBHMEIED bhRWY, ZoZ kL),
MLX, PPA Xk b RpRltAMEL L b RN BAENI 2R
H+T3X5cBbhs,

Ty MBI BT TN ERIC X 5 L 5RO
mg/kg T AM-715 13 ¥ oRflicis v TH NA, PPA
B, B EH B R R Lic, AM-T15 138 5245/
PARET 4 3 6.7 pg/ml D REHHBEAED bhi, BB
HehEE T MC R AM-T15 & Bl v i BROKRELE
BEWLE I —HE LTV,

X ®
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STUDIES ON ABSORPTION, DISTRIBUTION AND EXCRETION
OF AM-715 IN ANIMALS BY BIOASSAY METHOD

SATOSHI MURAYAMA, KEn1 HiRAI, AKIRA ITO, YASUO ABE and TSUTOMU IRIKURA
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

Absorption, distribution and excretion of AM-715, a new synthetic antimicrobial agent, were examined in mice,
rats, rabbits and dogs after oral administration.

1. The peak of serum levels of AM-715 appeared 0.5 to 1 hour after oral administration. The peak serum levels
were 0.5 to 0.9 pg/ml in no fasted mice, rats and rabbits at a dose of 50 mg/kg, and 4.9 ug/ml in dogs at a dose
of 30 mg/kg. While, the peak serum levels in fasted mice and rats were 1 ug/ml and 3 pg/ml corresponding 2 to 3 times
higher than those in no fasted, respectively.

2. The urinary levels of AM-715 were more than 20 ug/ml in 6~24 hour urine in no fasted mice, rats and
rabbits at a dose of S0 mg/kg, while in dogs these were 23 zg/ml at a dose of 30 mg/kg in 48~72 hour urine. 3.5 to
6.1% of the dose were excreted in urine in no fasted mice, rats and rabbits, and 13.6 % in dogs for 24 hours.

3. The peak of biliary levels of AM-715 in no fasted rats at a dose of 50 mg/kg was detected within 3 hours
after oral administration, and its levels reached at 31.0 ug/ml. 2.43% of the dose were excreted in bile for 24 hours.

4. AM-T715 was distributed in such tissues as lung, liver, kidney, prostate, tonsilla and sinus membrane at the
same or higher than serum levels. These tissue levels in fasted mice and rats were 1.7 to 10 times and 1.4 to0 4.6 tim=s
higher, respectively, than those in no fasted.



