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D) ARWR IS X UBIEISHERW R BRI O/ K & 72X AR CREBYYE L 2H & h i 504

i AM-T15 285 L, HEKRDR LEEENMRICOVWTRM X 72,

2) 5 HFEIRAI L LT AR S 121X 300 mg/A % 3 AR, SRR B £ I 12 300

mg ¥7cik 600mg/H % S HRE & Liz,



VOL. 29 S-4

CHEMOTHERAPY 898

3) UTI KGR MIC X 5 REBKIIRET, BIERMULBIRA Tz EM6p, A1 FoRER
Z1% 1007;, BUEMEIRBBRIETIED 3 41, HR)6 B, ML 6 HITRAT LML 60, Td 27,
4) MIEZROZIRT, SEERMMERIER TRERBRAKINRL, BMHERBBYIE TR I8P 11
MK LILRIT 61.1% Th ok, E. coli 13%ko MIC ix, ZH|ix 0.05 ug/ml, NA i 3.13 pg/ml,

PPA i 1.56 pg/ml iz — 2 #H L1,

5)EHERIZ 1 FliBED L o3 BEMWD L, MRREDRTIXRHM~OXGIBD Lhro 7,

ZLC®HIC

*) Y v AR CBRRFEFIL, nalidixic acid (NA)
SREERILA Y T b 5 piromidic acid (PA) % pi-
pemidic acid (PPA) 7z ¥ XK CERA & h, & bICHL
AYMLERT TH B, AM-TI5 i3, 1977 L ARIIEHT
FHeHR&H, Fig 1 KFH{LEREEA L, 6 fLic
7 y¥% & 7 4Lz piperazine ¥ H 3 5 Z L M TH B,
HICERILAHI D YRVWTIEE L IKRER R 2 + T
A% #H U Pseudomonas aeruginosa #8275 L& & &
fz%t L, gentamicin, ampicillin, carbenicillin X b&§
WHETESEEZET 5 Z LAEROTEICL VAL T
3, BHEAVEBERR TRV RIS bh, &Y
Fitiz T, WIREK 407, BRPICHEE & h, R
RO T5% RREMETHEETS Z L B¥EHALTH
51)2)‘I

bhvbhiz AN ARZ IR BFHE X CRERRic W T
FHREBLBE AR R E T REEBLOTED
HREBET 5,

Fig. 1 Chemical structure of AM—715
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HThY, AMA% L 2 OBERROIGHE BN R
SUE9 A X VRIS 6 B & TR L ABRERTH B,
B, AL LT AM-T1S & BEMRERES iz it 1
R300mg, WHete REEMAEIzIZ 1 B 300mg % /= i 600
mg & HRY% 3 EHRE L, BRDFEOWER, UTI K
IEES (B2 502 1B L TR o e B 15 89 B

EROEEEMETS L L b RESROBEKREMICK
FTECOVWTIRN L, Zh e EREIC X 2K
RLBEMAOHERITL o,

Ay W o> MIC 24 7% % 4 10%cells/ml & 10%cells/ml
2T BAR(LEREF SR IT X D FFAMICH RTF
FRTIZTHRIE L,

B

AM-715 % EFEHIT 50 )T, SPEBIMVEREDER 28 4
(Table 1), B4:BIMEMER BRBYLSE 19 4 (Table 2), £o
fib > REEMBYYAE 3 B (Table 3) ¢ 5, UTI ELHWME
BTHEDRAESHE L EMIX2HTCHY, BRI
BB, REHORPABRCRPALKKOTE
Y THot,

SYER MM R OBRZRE, 1THTERI6H, F
21 Pl CRAEZDHRIZ100% Th o7, HEER GHR
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RCRERLION, SFIHFTHY, MER TIXERHE
174, Thol, EREHETIX, 26 FIPERHITH,
FHIPTH o,

BB R B R AWE X, 15 P EE3 M, A%6 4,
% 6 Pl CRAEFLHRIT60% Tdb » =, BRICHTS
Rk, EREIF, FERFATHY, WER CIXB
AL, TE 6HITdh -7 (Table 4), UTI 3£ HE
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Table 3 Clinical summary of simple UTI cases treated with AM-715

Case . Treatment | Symptom Pyuria Isolated organisms Evaluation Side
No. | Age| Sex  Diagnosis mg X /d|Days| Beforc | After| Before | After Before [ml After /ml]  UTI Dr  pffect
48 | 31| F | ASP 100x 3| § + - it — | E coll 10* (-) Excellent | Excellent| —
49 [ 22| F | ASP 100% 3 3 + -- H + | E. coll 10* (-) Moderate | Moderate] -
S0[s4| M| AU 100x 3| 3 + - - — [Micrococcus sp.| <10? (-) Excellent | Excellent] -~

‘Table 4 Overall clinical efficacy of AM—715 in complicated UTI

Pyuria Efficacy on
Bacteriuria Cleared | Decreased | Unchanged bacteriuria
Eliminated ‘ 3 0 6 9
Decreased 0 0 0 0
Replaced 0 0 0 0
Unchanged 0 0 6 6
. . Case total
Efficacy on pyuria 3 0 12 15
I Excellent 3 Overall effectiveness rate
l I Moderate 6
60.0%
: Poor(or Failed) 6
FRRRRE Y, #|EHFN LBEED Y L EREIHINT £ =

L7 BREE~DOLEENT /2 h - = (Table 5),

AREICOVWTIE, FFICmHEL 100 35k, 2%
WML DX 83.1 TH Y, FHFICWHELTR
OFETH oz, BHMERBBYIE T 61.3 TH Y
BEETETORMTH D, EOMORBEREIETIE
86.7 ThH ot

AR RT3 L SMEHMMERERER OERE
13, S. epidermidis 1 ¥k, Micrococcus sp. 1 ¥, E. coli 15
BRABE S e B EMRIER Ui, BIMEEIR B R Y
£ T3, Streptococcus 1 ML TERE, S. faecalis 1 ¥RIZH K,
E. coli 1x 4 ¥tk L, K. pneumoniae X S Bk 1 ¥kl
% 4 ¥ETERE, S. marcescens X 2 ¥k 1 Bkl K, P. aeru-
ginosa 13 4 ke 3 BRIHR, 7 K UNEIEREES 7 LR
% (GNFGNR) 1 #kik L, A7 18 Bk 11 BRiHE TH
$Ri3 61.1% ThH -7 (Table 6), FHEHE D 5 b A& #l,
NA, PPA izxt4 5 MIC % JE L7=27#k% Table 7 iz
T lfoe ENEERE D% o7z E. coli 14 BRIiZOW T,
MIC n43#i% Table 8 ic% L ®iz,

%79 uh AR BRHE A TH 5 PA, PPA milo-
xacin (MLX) = cinoxacin (CINX) iz> W TiX, bh
bhbEh b ORERECHT 3HRETTILRELT
WBY-8 AEEE AM-T1S iIconwTRE ez, X
#lix, 7 v ¥ L piperazine ¥ HERIH T T L BHEH
T p. aeruginosa % &is 77 LRMHEEICHVRETER
¥RL, BMERTLESMSE,D b hY, REBE
FEHESTHS LEbhE, TOBKDHE I, UTTER
LhEFA S5V T 12 S M B REBE R R A R 131007,
THY, BEEEERBBRETII0%, THY, W
FTREFERTH oI, TFEEHR L MLX? 2 CINX®Y
LA EBETH -,

BRI R 5 L A MR R O R REIL,
iELAEMNE coliThY, 77 ABEHRLVERAEE &
SRR L, ERAURRAE & — B L T lo B R B
FEOEMERNORRE Y B3 L, Streptococcus 1 1%, K.
pneumoniae 4 ¥k, P. aeruginosa 2 ¥, S. marcescens 1
BThol, oo MIC i3, EH 370 K pre
umoniae i3 108, 108 L 3, 6.25pg/ml, fEf 41 @ K. pne-
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Table § Laboratory findings before and after treatment of AM-715
— | RBC “Hb WBC GOT GPT Al-P BUN Creatinine
Case | (10°/mm?) (g/dh (___/mm®) (u (w) (u) (mg/d1) (mg/d1)
No. .Béforé After |Before| After |Before | After |Before |After [Before | After [Before{ After [Before| After [Before| After
2 436 | 443 | 13.3 | 12,9 (11400 | 4400| 15 17 22 22 | 60 |52 14 13 {08 |0.7
3 425 | 430] 13.0 | 13.3| 5700 | 4100| 23 / 25 | / |103 |/ 15 /|07 /
5 364 391 12.3 | 13.0 | 4700 | 4400| 51 55 44 45 13.1] 11.2] 11 12 |05 |0.8
6 438 408 | 13.9 | 12.9] 7400| 4500 14 16 9 11 3.6| 34| 14 / 108 |08
7 404 | 380| 13.0 | 12,5 5200 5200 21 20 20 22 | 64 | 67 7 9 0.7 |08
8 416 | 403 | 12.7 | 13.0| 8500| 5400| 18 20 25 21 56 | 60 18 14 0.9 |07
11 458 | 477| 14.0 | 13,6 7700| 6300| 35 22 20 19 69| 7.7( 140 181 | 1.18 | 1.07
12 415| 393} 129 | 12.6 (12700 | 7400| 38 35 31 29 57| 59| 155 | 17.8 | 0.90 | 0.97
29 472| 480 | 14.6 | 14.4 ] 5300 | 4900| 18 20 | ‘10 11 | 109 112 11 8 |10 (1.0
30 396 | 380 | 13.5 | 14.6 | 5800 7200| 19 23 12 23 | 57 | 57 12 14 109 |11
31 /| 40| / | 120| / |5300| 12 12 8 6 | 82 |89 14 16 0.7 |15
2| /| /|\/ |\ /| /7 | /| 28| 24| 16 | 14 |110 103 |13 |15 |10 |10
33 458 | 429 | 13.8 | 12.9| 5200 | 6800| 25 24 22 21| 8 |77. |11 12 108 [0.8
34 425 | 429 | 12.6 | 12.9| 5000 | 5400| 13 | 2| /w07 |/ 25 /| 11 | /
35 480 | 461 | 144 | 14.2| 7300] 6200| 16 18 15 1 90 | 79 14 14 |0:8 | 0.8
38 380 | 402 | 104 | 10.8| 3000 | 8200| 19 22 6 6 50| 50| 122]232[07 |11
39 366 | 349 | 11.8 | 11.3 | 3700 | 3900 19 19 9| 46 |41 14 14 0.7 | 0.8
40 378 | 394 | 13.0 | 12.9] 9000 | 5900 45 39 35 35 | 1771196 | 18 17 13 |09
41 471} 477 | 14.5 | 15.2| 7300| 5700| 20 / 20 / 9.2| / |18 / 1.2
42 431| 447 135 | 14.7| 8600 | 5500 9 17 10 6 6.1 58| 74(123(0.7 |07
43 344 388( 125 | 122 (11100 7500| 16 20 19 15 54| 52} 131]13.0|09 |08
48 463| /| 40| / |12500] / 14 9 21 10| 62 |55 | 15 ‘8 |09 |0.9
49 424 397 | 12.7 | 12.5| ‘5000 | 7300| 16 13 17 10 | 42 |48 10 |11 [67 |0.7
Table 6 Bacteriological response to AM-715
b Isolate No. of strains | Eradicated | Persisted
' S. epidermidis 1 1 0
o Micrococcus sp. 1 1 0
Z2|E coli 15 15 0
Total 17 17(100%) 0
Streptococcus 1 0 1
S. faecalis 1 1 0
E E. coli 4 4 0
3 | K pneumonige 5 1 4
;‘é 'S. marcescens 2 1 1
§ P. aeruginosa 4 3 1
GNF-GNR 1 1 0
Total 18 11(61.1%) 7
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Table 7 MIC of AM-715, NA and PPA against clinical isolates

MIC (ug/ml)
Casc Organisms AM-715 NA PPA
No. 10° 10° 10° 10° 10° 10°
cells/ml | cells/ml | cells/ml cells/ml | cells/ml | cells/ml
5| B | E coli 0.05 0.05 313 313 156 156
6B |E coli 0.05 0.05 6.25 313 156 0.78
9| B |E. coli 0.1 0.1 313 313 1.56 1.56
10| B [E. coli 0.1 0.1 313 313 313 313
13 | B | S. epidermidis 313 1.56 100 100 100 100
14 B |E coli 0.05 0.05 313 313 156 0.78
15| B |E. coli 0.05 0.05 313 313 156 1.56
16 | B [E coli 0.05 0.05 313 313 1.56 1.56
18 | B | E coli 0.1 0.05 / / / /
19| B |E. coli 0.05 0.05 313 313 156 1.56
20 | B | E coli 0.1 0.1 313 313 156 1.56
21 | B | E. coli 0.2 0.2 3.13 313 313 313
22 | B | Micrococcus sp. 313 313 >100 >100 [ >100 100
23 | B | E coli 0.2 0.2 6.25 313 313 3.13
25| B | E. coli 0.05 0.05 3.13 313 0.78 0.78
26 | B |E coli 0.05 005 313 313 156 1.56
B | K. pneumoniae 6.25 6.25 >100 >100 | >100 |[>100
37 A | K. pneumoniae 125 125 >100 >100 | >100 (>100
41 | B | K. pneumoniae 25 1.56 >100 >100 >100 25
42 | B | E coli 0.05 0.05 125 6.25 156 1.56
43 B | P. aeruginosa 6.25 313 50 25 50 25
A | P. aeruginosa 125 125 >100 >100 >100 (>100
B | P. aeruginosa 1.56 0.78 >100 >100 25 25
45 K. pneumoniae 1.56 0.78 >100 >100 25 25
A | K. pneumoniae 6.25 313 >100 >100 100 50
B | S. marcescens 50 25 >100 >100 100 50
46 A | S. marcescens 50 50 >100 >100 | >100 |>100

B: Before treatment A: After treatment

umoniae ¥ 108 {325¢g/ml, 108 ¥ 1.56pg/ml, FEH43D o, ThboESIT, UTI EARERTITI’, B2
P. aeruginosa % 108 X 6.25ug/ml, 108 i 3.13ug/ml, B, S4820, Ho2HThoT

] 45 @ P. aeruginosa ¥ K. pneumoniae ¥ ¥, iz 108 MIC #*JECE -@kkic oW TAKl L NA, PPA L
i 1.56pg/ml, 106 1 0.78ug/ml, 3£ {7 46 @ S. marce- Wi+ 5 L, 28Rt MIC i3 2 FlX v Ehor,
scens % 108 i 50pg/ml, 106 ¢ 25pg/ml Cdh -7, & BicEMRDE o E.coli itonTELHTRS L,
MR BRYE I BENORFAKRE CBET 52, & ZA#i2 0.05ug/ml i — 2 A L, NA 3 3.13pg/ml T
RED MIC » 5%, BERBELIZE-HKLLRETDH Y, PPA i1 1.56pg/ml Th D, % ic nicfiliEE
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Table 8 Sensitivity distribution of E. coli (14 strains) against AM-715, NA and PPA
MIC 0.05 | 0.1 0.2 | 0.4 |078| 156 | 3.1316.25| 125| 25 50 100 | >100
5 108 9| 4 '
AMETIS | el 9| 3
108 11 2 1
NA 10° 13 1
108 11 10 3
PPA 108 3 8 3

2FLE, ThizITo B2 LORMERKRTH -,

BRI 1 BlicAKI AR A 30 200 & 1 RefllSAAS & —
2l Lt Rbotk, LELAREDPLETSET
i, BEDLLOERE LY, 1 TR - RE
BETREPUERLER D, ®0ofh, BicHBEELZ LD
AR R0, BERRERBICR IETREL RN,
JAMR S AfoB BRI IT, REEBE{L~oFHmIIT
Boonghol, SEREO#RLRE, HEHMTIE
BrEERL L, AERRW2EBbhBR, ARAT
H2FpoRPEETIHELEL b, BlfEAKSW
TR BETRETH B,

UERLDTEREOFAE VAT TR S &, Bk
RRFCESTH Y, BT REOEMRBRER
HERE LooBEThiIFAEOR VW KR CH 5 L E
&

x ™
) BBERERCEREFERS, HFRL VAT U A

III, AM-715, 352, 1980
2) Ito, A.; K. Hiral, M. INoue, 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
3) KEEIERK, FAHMER, i : UTI(REEBYE) T2
{328, Chemotherapy 28: 321~341, 1980

4) MRRE—, 244 : RIEBIMERIER I X+ 5 pi-

romidic acid D %)F, —HEEHK LK, Chemo-
therapy 19: 657~664, 1971

5) R¥—, FEBHH, BE B SEEe  RB&
#uiE iz 3¢ + % pipemidic acid o {# i #£ B, Che-
motherapy 23 : 3121~3125, 1975

6) MRRG—, fhidds : SRERMMERKER iCxF 5 pi-
pemidic acid (PPA) 0%, —EHERILERR, &
BAys, 38 :112~134, 1976

7 RERE—, AR, TG, SILR= RS
HusE e %t % AB-206 o> f& FifZ8, Chemotherapy
26 (S-4): 224~228, 1978

8) kZzLgs, wRAER—, KRE— THEEHEK, i
144 : REEBYAEIZHT 5 cinoxacin DERRR,
Chemotherapy 28 (S-4): 318~326, 1980



602 CHEMOTHERAPY DEC. 1981
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AM-715, a new nalidixic acid analog, was administered to 50 patients with acute simple cyctitis (ASC) or chronic
complicated urinary tract infection (CCUTI) in the department of urology at Kyushu University Hospital and 16
relevant hospitals and clinics. In the ASC case, 300 mg/day of AM-715 was administered for 3 days and in the CCUTI
case, 300 mg or 600 mg/day for 5 days.

Clinical evaluations were made in 32 cases by the criteria for clinical evaluation of antimicrobial agents recom-
mended by UTI Committee in Japan. For the ASC cases, the clinical effects were excellent in 16 cases and moderate
in 1 case (efficacy rate 100%). For the CCUTI cases; the clinical effects were excellent in 3 cases, moderate in 6 cases
and poor in 6 cases (efficacy rate 609;).

Bacteriologically, a]l 17 strains from ASC patients disappeared after treatment and 11 strains out of 18 strains
from CCUTI patients disappeared. ‘

Side effect of this drug was noticed in one case. A forty-six old female patient with ASC complained of a slight
dizziness, but the administration was continued. No abnormal changse of the laboratory findings were observed
after treatment in any case.



