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Fig. 1 Antibacterial activity of AM-715
Staphylococcus aureus 10° cells/ml
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Fig. 2 Antibacterial activity of AM-715
Staphylococcus epidermidis 10* cells/ml
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Fig. 3 Antibacterial activity of AM-715
Streptococcus faecalis 10°* cells/ml
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Fig. 4 Antibacterial activity of AM-715
Escherichia coli 10° cells/ml
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Fig. § Antibacterial activity of AM-71§
Citrobacter freundil 10° cells/ml
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Fig. 6 Antibacterial activity of AM~715
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Fig. 7 Antibacterial activity of AM-715 Fig. 8 Antibacterial activity of AM—715
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Sensitivity distribution

Cummulative of isolates inhibited

Fig. 9 Antibacterial actlvity of AM-715
Haemophtlus parainfluenzae 10° cells/ml
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Fig. 10 Antibacterial activity of AM-715
Pseudomonas aeruginosa 10* cells/ml
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278 CHEMOTHERAPY DEC. 1981
Table 6 Laboratory findings before and after administration of AM--715 A-Group (1)
B: Before A: After
GOT GPT ALP BUN | Creatinine| g Urine :
No.| Name | (mU/ml) | (mU/ml) [ (mU/ml) | (mg/dl) | (mg/d]) Sugar Protein %t\?lg‘(‘:n)t ,
B. | A. | B. A. | B. A. | B. | A, B.| A. | B A. | B A. | B A.| B. | A
1/|C.A [17 |26 |12 |39 | 49| 54|21 |24 | 0.9 |0.9 - |=— = |- f(01}(01
2|MH |44 (21| 25 |12 95| 8226 |16 |13 |06 | £ [— |— |— |=—|—=| + |01
3|C.T. |20 |28 |12 |27 891|107 | 30 |42 | 1.7 |2.2 | + + | — | + | # [15-200-1
4/S.,H. |16 |20 |12 |12 | 89| 84(22 |20 {12 (12| — | — | |4 |— | — |0-1|01
S5|HK. [19 |24 [ 27 |32 (113 97 (17 |11 |11 |09 | — | — |# |# |— |— |0-1]|23
6|S.Y. |21 |28 |23 |20 51| 4826 |21 (09 |11 | — |— | — + 2-3
7|K.S. |24 |26 |17 |12 65 61 (10 |11 (09|08 | — |[— |+ |[£ | — | — |7-8|1-2
8(S.I.|49 |27 |75 |34 |105(|100 |17 |10 |09]07 | H |H [— |— |— |— |1-2]| —
9(U.K. |22 |24 | 22 |23 49| 54 |13 (11 |09 |07 | — | — - | — - |— (12| —
10 ML A, |29 |25 |20 |15 |121(136| 14 9108|108 — |—|[—[—|— |—1|01(12
11 |K.S. |34 |29 |16 |22 75 15 (13 |08 |08 | — |— | — |— |— | — |34]|01
12|T.H. |36 |29 |63 |33 71| 66 |12 (11 | 0.7 |0.8 | — - |= = (= |- |01]-
13|T.N. |40 |22 |35 |11 67 | 18 |15 [ 0.7 |0.5 - | = - | = 23|01
14 |H. Y. |33 |38 | 39 |50 77 22 120 |1.2 |10 - |= |+ |—= |+ |23
15{Y.N. |56 [26 |25 |42 73| 76|24 |16 | 1.0 |10.8 | + - |— |- + |[— | + {01
16 |S.U. |10 |20 |24 |20 (104 | 73|10 |11 |08 |09 | |— |— [— |— |— (23|01
17 | S.K. (28 |57 |22 |46 |111|110 (21 (15 |0.9 [0.7 - |= | |= = |# |01
18 (K. S. |36 [22 |23 |19 72 | 46 [ 29 (38 |20 (2.1 | — + | = |= |+ |— | # |12
19(F.A. |56 |21 |61 |14 |233 | 70 {10 (10 |0.8 |10 |H |— |— |— - |— {1-2 |23
20 |Y.S. |31 |21 (27 |15 81 )67 (10 |10 (0.7 (0.6 |+ |— |— |[— + | — 10-20]1-3
21 [K.O. |59 |32 |83 |38 49 | 26 (20 (20 |10 1O |— |— |— |[— | |— |56 |01
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Table 6 Laboratory findings before and after administration of AM-715 B-Group (2)
B: Before A: After

GOT GPT ALP | BUN |Creatinine | opop Urine T
NoJ Name | (mU/mD [ (mU/ml) | (mU/ml) | (mg/dl) | (mg/dl) Sugar Protein (SV ];nccr;

B.[A |B [A|B[A [B[a B [a B [a B [AlB [a] B aA
22/HO. | 31| 22|15 | 6| 30| 30|14 |17 | 1.0 |09 —[=1=-1-T+1-
23|M H. | 36|130| 23 | 85| 64| 53 |30 |16 | 1.7 | 1.5 =1+ =T ++
24|Y.H |35 23[36 | 9| a1 41|11 |10 |12 |11 |4 |+ | = |= |= || + | -
25|Y.K. | 37| 25|23 | 18|145[100 | 19 |13 | 16 | 1.0 | # | # | — | — |4 | — | 4 | 01
26|M 1. | 29| 30|33 | 30| 86| 82|16 |16 | 0.7 |05 | — | — | — |— |+ | —| + | #
27|Y.N. | 49| 31|30 | 15| 74| 66| 9 |14 |09 |09 |+ | — | = | = |= | - |56]| 23
8|E.S. | 39] 4652 | 56| 69 122 (11l + [=]=]=Tx=-]01]r2
29(v.Y. |18) 16|19 | 16| 67 61| 8| 7 |08 |o7|+ | = | = [= |+ [ =56 12
30 MT. | 9| 27|11 [ 37] 65| 88|11 |11 0.9 |07 | 41| +a| — | — | £ | —] # | 01
31[MK. | 28| 20| 9 | 7| 61| 91|28 |20 |12 |09 |# |+ | = |— |+ | £| # | 34
32(A 1. [112| 7|93 | 49| 90| 89 |15 |12 |09 |08 |H# |# |- |— |+ | — |52 23
33[S.N. | 17| 19| 9 | 21| 67| 77 |11 |13 |13 |14 |# |+ | — |— |+ |- | 34| —
34|T.S. | 46| 28|25 | 12|109] 64|22 |21 |12 |1.3 - =T+ T-=
35]Y.S. [ 39| 2a]30 | 19| 75| 68|68 75 |25 |40 |+ |+ | — |— |# |4| # | o1
36|M.N. | 75| 61|32 | 33[196|209 | 11 |13 |1.0 |10 | + - -1+ =Tw/l+
37|T.N. | 27| 28|16 | 21| 52| 55 |12 |18 |11 |09 |— | — |— |— |= | = |o1]| o1
38|T.T. | 31| 40|27 | 46| 54| 55 |14 |13 |1.1 |1.1 - [=T1=-1-
39(T.M. | 18| 21| 7 | 20| 67| 54 |14 |16 |11 |08 |— |— | = |— |= |—| = | 23
40 |C.F. | 90 183 | 87 |236 | 41| 30 |13 |12 |1.0 |1.0 — == 1=T+x 1=
a1 |[T.M. | 35| 44| 11 | 14[133]130 | 7 | 7 |1.8 (09 |4 |4 | = [= |+ |= | # | =2
a2|Y.F. | 73| 75|19 | 23 |117|127 |14 |19 |06 |06 |— |— |— |— |+ |— ]| # | oa
43 |T.K. | 30| 43|17 | 20| 66| 44 |14 |15 |0.9 |1.0 | + + |+ [+ |— | — | # |1015
44|S.K. | 33| 28|27 | 27| 63| 70 |18 |20 |0.9 |1.0 — = 1# |=To1 1
a5|KM | 20| 20| 6 | 7116|121 |10 |11 |1.3 |12 — =1+ = |00 3
46 |T.D. . + | £ |2-25 710
a7|S.H. | 28| 33|22 | 25|197|198 | 6 | 9 |10 |1.0 — =T+ 21001520
48(S.S. | 26| 28|14 | 12| 64| 75 |11 |10 |0.7 |0.9 — =1 |=1+ =
49 [N, T. — |— |H# | # j100~|01
50 |Y.M | 28| 21|20 | 13]170|262 |22 [19 [1.4 [1.3 n o H| -
51(S.S. | 15| 17| 7 | 8170|173 |17 |18 |11 |1.2 + | — |o-s01015
52|KM. | 24| 15| 9 144|150 |17 |19 |1.0 |1.0 + |— 100~ |46
53[1.LK. |1a]15]| 9 36| a1 |11 |15 |08 |0.9 — =1+ T=1w |=
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Teble 6 Laboratory findings before and after administration of AM-715 C-Group (3)
B: Before A: After
GOT | GPT ALP BUN [Creatinine| opp Urine :
No.| Name | (mU/ml) | (mU/ml) | (mU/ml) | (mg/d)) | (mg/d}) Sugar | Protein ?\e‘ggnét;t
B.| A |B. | A |B.|A |B.}A | B |A|B |A |B |A |B A | B |A
54 |T.T.|93 |94 | 73| 97| 98 |110|21 {12 |1.2]|0.9 + 1+ [#H ]+ - |+ |-
55|M.A. |40 (52| 12| 83| 98 |281 (17 [ 7 [ 1.3 (1.0 - |=l+1=-1~-1|-
56 | S.H. |44 |28 | 17 9| 64| 64|18 [13 | 1.2 (1.1 - =¥ |-+ |-
57 |Y.K. |70 [77 | 167 |126 (182 | 182(20 |13 [ 1.4 (12|44 [+, | #H [ [— | — [46 |01
58 |T.T.|33 (22| 41| 41| 58| 5713 |15 |11 |11 - |=|=-1-1-
59 [Y.K.|30 |22 | 17| 15|190 [167 |10 |10 | 1.0 |1.1 — = |=1=1+ |+
60 [T.U. |38 |33 | 14| 20| 64 | 41|14 | 8 |11 [0.9 - |=[{=-1=-1-1-
61 | I.M. |28 {23 | 12| 15178 |121|16 |14 |1.4 [1.2 i+ |—|-|- |-
62 |M I.|31 |43 | 31| 33| 64| 53[17 | 9 |13 |11 - |=1-1-1-1-
63| K.K. |24 |25 | 21|18 60| 61|12 {10 |10(10|— [— | — [~ |— |~
64 [K.T.[32 |30 | 18| 10|67 | 58|18 |14 |10(LO|+ |— |— [— |+ | —
65 |T.K. |29 (21| 20| 18|35 | 32|16 |13 |09 |07 |H [—|— [— |+ | + |1-2 |23
66 IN.S. |23 |22 | 15| 15|70 | 67|11 | 9 |08 (L1|— |— |— |— |— | —
67 |R.I.| 3 (27 )11 |14|70{60| 7| 8 |O9j09|— [—|— |— |—|—[01]01
68 |T.U. |21 (24} 12| 15|69 93|15 [10 |09 [06|H [— |— [~ |— | —
69 |T.T. |20 {22 | 12| 9118 {104 |19 |31 |15 17|+ |+ | — [— {— | — |01 |01
70 [T.Y. |18 |24 | 9| 18|77 |51 (16 (10 |16 (1.1 |H (£ [ — | — [+ | — [1-2 |o-1
71 |E. 1,123 |27 |19} 15|52 | 39|27 |16 {0908 |— |— |— |— |— |—
72 |K.T. |21 |30 | 30| 26|48 | 49| 9 [13 |08 08 |— |—|— |— |—|—|—
73 |H. 1. |34 |27 | 28| 29106 | 95| 9 {9 |L1|LO0|H#H |—|— |—|—|—
74 |Y.K. |24 |33 |16 | 28|71 | 70| 8 |12 (07 |0.7 |H |— |— |— |— | —
75 |YKa |14 9 55 9 1.0 - + 2-3
76 |H.K, - +
77 |S.S. |18 10 10 0.5 - +
78 |K.Y. {40 |34 | 37 | 51 | 47 | 44 |24 |19 |14 (L4 |HH |+ {— |[— | | —
79 |[KK. |63 40 | 28 [ 58 | 41 | 46 {27 | 7 |11 [0.9 - +
8 [T.K. | 9 50 12 0.9 + - -
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Table 6 Laboratory findings before and after administration of AM—715 D-Group (4)
B: Before A: After
GOT GPT ALP BUN |Creatinine| (po Urine ,
No.| Name | (mU/ml) | (mU/ml) | (mU/ml) | (mg/dl) | (mg/dD) Sugar | Protein S(ac/iléngn)t
B. | A|B. |A|B | A |B|A |[B |[A [ B |A |B [A |B [A|B |A
81|M.T.| 40| 73| 5 |130| 53| 98 (12 | 6 (13 |11 | H [+ |- [—-|—|—| — |-
82| A.T.| 44 (36|20 [ 23| 76 | 21| 8 |13 |11 |10 H |[—-|—|—|—]|—|— |~
83(T.U. | 27|35[19 | 25| 63|76 | 7| 8 |09|07|H |H |- |- |—-|—|— |-
84|Y.N. | 23| 17| 12 6| 98| 98 |10 | 7 (0.8 |0.8 o Bl Bl Bt Bt i
85|Y.I.| 20| 2333 |3)| 76|64|10 |10 12|11 |+ |—|—|—|—|—|—-]|-
8|T.W. | 23| 17| 6 | 4| 41| 76 (12 |12 |13 |1.2 - |=14+|-1-1-
87|Y.1.| 27| 62|23 |89 30|41 |15 (12 (12|12 |H |+ |— |— |+ |—]|— |-
88/ K. S.| 40| 20|19 | 22| 64|60 |17 |16 0807 |— |— | — |— |— | —
89/ M.T. | 26 | 17| 17 7| 49| 49 |16 |13 | 0.7 [1.0 e e e
90(HW, | 45| 24|17 | 16| 54 | 45|11 (12 |07 (12| — |—|—|— |— | —
91/ I.K. | 33|44|2 |51| 8 | 73|14 [14 |10 (0.9 | — — | — | — | £ j10-20/6-7
92/ A. 1. |112 | 40| 93 | 49| 90| 89 |15 |12 |09 /0.8 |# |# | — |— |+ | — [1520/2-3
93|S.F.| 26 |33|12 | 12| 68| 71 |18 |13 [0.7 |0.7 | # - |=|=|—-1- |45
94|N.S. | 70 | 62| 60 | 39127 (106 {21 |13 | 0.9 = | |— |-
95| T.0. | 20 | 38|23 | 30| 39| 43 11 0.6 - |=-1-1-
96| T.T. | 34 17 79 16 H | H |- |- |- |-
97|S.F. | 38| 26|25 | 15| 50| 57 - |+
98|M.T. | 50 | 39|62 | 39100 |112 |12 |12 i e e
99| T.I. |140 (287 | 43 |115| 44 | 48 |24 (38 |16 (2.1 [# |+ | — |[— |+ | +
100(T.O. | 27 | 33|38 | 30(107 | 84 |18 [17 0.9 |1.1 |## - (=== 1]01]-
101|A.S. | 60 | 36|30 | 33| 98| 98 |10 09 (0.7 | |— | — |—|—|—|— |-
102|J.K, | 65 | 31|31 | 36| 53|41 | 7 12 10| [—|—|— |+ |—|—- |-
103(M. Y. - |=1—-1-
104(S.S. | 23| 41|25 | 59| 72| 87 |16 {26 |07 0.9 [#4 [+ |+ |— | — | —
105|Y. 0. | 47 35 57 13 0.7 1 - |- |- |-
106 M. I. | 39 35 40 tH - = |- |-
107(S.U, | 25 | 49|14 | 49| 18|30 | 9 |15 |08 |07 |# |— | — |— |— | —

Rl Emtickigt, FFgeE BHERXR A L 25,
Table 5, 6 iz57+ % 9 iz, 44 (No. 18, 31, 41, 84) iz
eosinophilia % =& 7=,

4 41| (No. 23, 40, 81, 87) iz GOT,GPT » I B # &
&, 1§l (No.69) XTTHEOER TH >72%, —i@ i
B BUN, 7 v 75 =00 LR % %7,

m = £

AM-715 % Pseudomonas aeruginosa %5t 7 5 LR
HEicH LTit NA, PPA £ X 03l x & ofL¥

FERITH D Lvbh TV 3D,

B ZERDEE, REKROMES 2 BE, R TO-
133, NA, PPA, MLX il A2 b EMEL, FHD
) & HgRat L7z,

ZDFER Staphylococcus aureus, Escherichia coli, Cit-
robacter freundii, Klebsiella pneumoniae, Enterobacter
cloacae, Proteus spp. Tix AM-715 3fhXlic LB L+
Shi-iiEi %R LIz, Streptococcus faecalis  { A%
AN e U B X W A &R LT v B, Staphylo-
coccus epidermidis Ti3AFiZ MLX L REREOCHE H
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Table 7 Clinical effect of AM-715 treatment

Group Dignosis Number Excellent| Good = Falr Poor Side effect
A UTI 21 (0 20 0 1 Eosinophilia 1 (No.18)
Sub total 21 [0 20 (95.2%)| 0 1 (4.8%)
Acute Pyelonephritis | 13 |1 8 3 1 Gor-GpTt 2 (No.23, 40)
Chr. Pyelonephritis 2 |0 1 0 1 Eosinophilia 2 (No.31, 41)
B | Acute Cystitis 12 |0 10 1 1 Epigastralgia 2 (No.41, 53)
Chr. Cystitis S |0 4 0 1
Sub total 32 1 (3.1%)[23(71.9%) 4 (12.5%)| 4 (12.5%)
Acute Cholecystitis 5 |1 3 0 1
Acute Enterocolitis 19 |4 15 0 0 BUN, Creatininefj 1 (No.69)
Dietary poisoning 1 |0 0 0 1
C sy
&(::rtlg !Pl:enut:)xocohns 1 h 0 0 0
Dysentery 1 |1 0 0 0
Sub total 27 {7(25.9%)|18 (66.7%)| 0 2 (7.4%)
Acute Tonsillitis 7 |0 7 0 0 GOT-GPT?% 2(No.81,87
Acute Bronchitis 5 |0 2 2 1 Eosinophilia 1 (No.84)
D Bronchiectasis 6 |0 2 0 4
Chr. Bronchitis 1 |0 1 0 0
Pneumonia 8 |0 5 0 3
Sub total 27 |0 17 (63%)|2 (7.0%)| 8 (30.0%)
Grand total 107 {8 (7.5%)|78 (12.9%)| 6 (5.6%) |15 (14.0%) 11(10.2%)

%57, Haemophilus parainfluenzae Gix&Xlizx TO-
B3 X VEFF il % 7R L &, Pseudomonas
aeruginosa TIIAFITHER b H 50, BRBRTEI»
Y EvE AL,

B ERARAK T ik Table 7 1Z5R+#kiz 107 ik, £%h8 4]
(1.5%), BHT8H (712.9%), LF % 6 H (5.67%), EH
154(14.0%) Tdh - o, HHRITREBYLLE T 83.0%,
HILERIEEETIX 92.6% LED THEETH o7, BH
RERCLADRIZ 100, TH -7, BRELHET
SEXIRE T 333% 0EETH -, BUER &
L TiX¥E\ epigastralgia 1 4, eosinophilia 3 ffl, epi-
gostralgia+eosiniphilia 1§, GOT, GPT o L& 4§,

BUN, 7vrs=vo LR 1, 106 (9.3%) 24k,
P Eoick Rz R4 0BG Eic+ Shichidihg

L, BERGCLHWEPHRELRL, SEERNITED

THRAZFARL LTERsL3 b0 L #BEESHhS,

x ®

1) Ito, A.; K. Hral, M. INnouE, H. KoGa, S. SUZUE,
T. IRIKURA & S. MITsUHAsHI: In vitro antibacterial
activity of AM-715, a new nalidixic acid analog.
Antimicr. Agents & Chemoth. 17: 103~108, 1980

2) AAfe@grs, MIC MekdeEBE & &b
RHE A LBEMICRESEIL 2T, Chemothe-
rapy 22: 1126~1128, 1974
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BASIC AND CLINICAL STUDIES ON AM-715
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Basic and clinical studies were made on a new quinolinecarboxylic acid derivative, AM-715, which has higher
antimicrobial activity aginst GNR including P. aeruginosa than those of NA and PPA. The results obtained were as

follows.

1) Antimicrobial activities of AM-715 against clinical isolates such as S. aureus, S. epidermidis, S. faecalis,
Citrobacter freundii, Klebsiella pneumoniae, Enterobacter cloacae, Proteus spp., Haemophilus parainfluenzae and P.

aeruginosa were higher than those of TO-133, NA, PPA and MLX.

2) AM-715 was administered to the total of 107 patients including 21 cases with UTI underlying various basic
diseases, 32 cases with pyelonephritis or cystitis, 27 cases with intestinal infections or cholecystitis and 27 cases with
respiratory tract infections. The overall clinical efficacy was excellent in 8 cases, good in 78 cases, fair in 6 cases and

poor in 15 cases, the efficacy rate being 80.4%.

3) As side effects, epigastralgia in 2, eosinophilia in 4, elevation of GOT and GPT in 4 and elevation of BUN

and serum creatinine in 1 case were noted.



