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1. ;Zdh

(@) E. coli (19%)

R D AM-715 &> MIC o £*— » {#13 0.39 pg/
ml T, £#6.25pg/ml LLFOBEH % 75 L=, NA,
PPA LHBL3IEL»L4EEATE Y, WHHITREGER
bt AM-T15 BN HEN T L, 100 (S8 RGER
TIRIFE L 12 EHENSEN 225, ki &
Rk BEm % = L7 (Fig. 1, 2),

(b) K. pneumoniae (20%k)

R R © AM-715 » MIC o £ — » {3 0.78 pg/
ml T, 2125 pg/ml UTFOBZMEZ R LA, NA K
B LK S &, PPA ICHBEL 3 26 4 E@N-HEH
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Fig. 1 Sensitivity distribution of clinically isolated
E. coli 19 strains to AM-715, NA and PPA
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Fig. 2 Sensitivity distribution of clinically isolated
E. coli 19 strains to AM-715, NA and PPA
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(Fig. 3, 4),

(c) P. mirabilis 21¥k)

B o AM-T15 o MIC o &' — 7 {#i3 0.39 g/
ml C, 28 6.25pg/ml LTOBZMEL T~ L1, NA,
PPA izt L 3 56 5 BENTHE N &R LI, 10045
FH IR < L RO A% R Lz (Fig. 5, 6),

(d) S. marcescens (208k)

RG> AM-715 » MIC o £ — 7 ffii 0.78 pg/
ml } 50 ug/ml o 2 Mg, 0.39 pg/ml A> & 100 pg/ml
AT B2 E R LI, NA,PPA (CHBL 2525

D % L7 (Fig. 7, 8),

(e) P. aeruginosa (20#)

Bk ERENE o AM-T715 o MIC % 0.39 pg/ml » &
3.13 pg/ml 245345 L, NA 23£# 100 zg/ml L |, PPA
25 12.5 pg/ml 7> & 100 pg/ml (253G Lz ic g L, »»
YR Tz, 100 fF74 R EAERE U Rk O BA & R
L7 (Fig. 9, 10),

(f) P. cepacia (20%)

Rk ERERF 0 AM-715 ¢ MIC {2 6.25 pg/ml $:5 25
pg/ml Z5FEL, NA Li2iFR% <, PPA ribigL 2
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Fig. 3 Sensitivity distribution of clinically isolated
K. pneumoniae 20 strains to AM—715, NA and PPA
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Fig. 4 Sensitivity distribution of clinically isolated
K. pneumoniae 20 strains to AM—715, NA and PPA
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(8) S. aureus (20%k)
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Fig. 5 Sensitivity distribution of clinically isolated
P. mirabilis 21 strains to AM-715, NA and PPA
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Fig. 6 Sensitivity distribution of clinically isolated
P. mirabilis 21 strains to AM—715, NA and PPA
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Fig. 7 Sensitivity distribution of clinically isolated
S. marcescens 20 strains to AM—-715, NA and PPA
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Fig. 8 Sensitivity distribution of clinically isolated
S. marcescens 20 strains to AM-715, NA and PPA
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Fig. 9 Sepsitivity distribution of clinically isolated
P. aeruginosa 20 strains to AM-715, NA and PPA
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Fig. 10 Sensitivity distribution of clinically isolated
P. aeruginosa 20 strains to AM—-715, NA and PPA
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Fig. 11 Sensitivity distribution of clinically isolated
P. cepacia 20 strains to AM-715, NA and PPA
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Fig. 12 Sensitivity distribution of clinically isolated
P. capacia 20 strains to AM-715, NA and PPA
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Fig. 13 Sensitivity distribution of clinically isolated
S. aureus 20 strains to AM-715, NA and PPA
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Fig. 14 Sensitivity distribution of clinically isolated
S. aureus 20 strains to AM-715, NA and PPA
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Fig. 15 Urinary excretion of AM-71S$ in healthy male adults
(200mg/person, p.o. single administration)
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Group| Volunteer Urinary excretion Recovery
0-2h | 2-4h | 4-6h | 6-8h
(ug/ml)| 640 164 80 50 41.1nmg
mg 25.6 8.2 4.8 25| 20.6%
pg/ml | 68 176 66 128 70. 6mg
mg 24.5 24.6 | 11.9 96 | 35.3%
ug/ml [ 84 48 82 156 37.5mg
mg 10.9 10.6 8.2 78| 18.7%

ug/ml | 460 184 180 78 61.5mg

0.U.35y.M.

T.0.31y.M.

fasting| Y.K.28y.M.

H.N.26y.M.
mg 36.8 11.0 9.0 47| 30.7%
ug/ml | 200 240 102 108 72.5mg
H.K.26y.M.
mg 35.0 24.0 8.1 54| 36.2%
ml | 240 104 46 88 41.6
0.U.3sy.M. |2 ®
mg 21.6 5.2 6.0 88| 20.8%
ug/ml 56 102 52 30 34.4mg
T.0.31y.M.

mg 10.6 10.2 9.4 4.2 17.2%

non- ug/ml | 312 220 88 64 36.4mg
- | Y.K.28y.M.

fasting mg 94 | 13.2| 74 6.4 | 182%

ug/ml | 80 156 | 142 52 36.41g

BN 26y M e | 80 | 156| 99 | 29| 182%
ug/ml | 220 92 | 32 |32 | 50.2m
AK26yM. I 264 | 16.1| 48 | 32| 251%
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Table 1 Plasma levels of AM—-715 in healthy male adults
(200mg/person, p.o. single administration)

Serum concentration (ug/ml)
12| 1 2 4 6 | 8(hr)
0.U.35y.M.57kg. 0.40 0.64 | 0.30 0.16 [=0.14 | =0.14
T.0.31y.M.6%kg. | <0.14 0.15 | 0.44 0.34 0.21 0.20
fasting | Y.K.28y.M.65kg. | <0.14 0.40 | 0.52 0.20 0.16 0.15
H.N.26y.M.68kg. 0.31 0.40 | 0.27 | <0.14 |=0.14 | =<0.14
AK.26y.M.67kg. | =0.14 0.21 | 0.29 0.17 |<0.14 | =0.14

Group Volunteer

O.U35y.MSTkg. | 0.43 | 0.55| 0.18 | 0.15]|=0.14 |=<0.14
T.0.31y.M.69¢. | <0.14 |<0.14 | 0.20 |=<0.14 [<0.14 [=0.14
fasting | Y-K-28y:M.65kg. | <0.14 | 030 | 042 [ 018] 017] o015

HN.26y.M.68kg. | <0.14 | 0.15[ 0.23 | 0.15 |<0.14 |=<0.14
AK.26yM.67kg. | <0.14 | 0.21| 0.16 [=<0.14 [<0.14 [=<0.14

FUDAMENTAL STUDY ON AM-715

YosHIHIRO KUMAsAKA, HisasHl NAKAHATA, KENICHT IMAMURA and KAzuo TAKEBE

The Third Department of Internal Medicine, Hirosaki University, School of Medicine
(Director: Prof. KAzuo TAKEBE)

Fundamental study on AM-715, a new chemotherapeutic agent, was carried out and following results were

obtained.
1) Antibacterial activities:
The MICs of AM-715 against clinical isolated E. coli, K. pneumoniae, P. mirabilis, S. marcescens, P. aeruginosa,

P. cepacia and S. aureus were examined. Range of MIC (10€ cells/ml) was 0.10~3.13 pg/ml against E. coli, 0.20~3.13
pg/ml against K. pneumoniae, 0.10~3.13 pg/ml against P. aeruginosa, 12.5 pg/ml against P. cepacia and 0.78~3.13 pg/
ml against S. aureus. The antibacterial activity of AM-715 was much stronger than those of nalidixic acid and pipemidic
acid against E. coli, K. pneumoniae, P. mirabilis, S. marcescens, P. aeruginosa and S. aureus, and it was much stronger
against nalidixic acid resistant strains and pipemidic acid resistant strains of them.

2) Plasma levels and urinary recovery rate:

AM-715 was orally given to 5 healthy male adults at a time of fasting and non-fasting in a single dose of 200 mg.
At a time of fasting, the plasma levels peaked at 0.46 pg/ml and urinary levels reached a peak of 320 #g/ml. The urinary
recovery rate during the first 8 hrs. averaged 28.3%;.

At a time of non-fasting, the plasma levels peaked at 0.32 yg/ml and urinary levels reached a peak of 206 ug/ml.
The urinary recovery rate during the first 8 hrs. averaged 19.9 ;.



