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CHEMOTHERAPY

WIRBRBUS I 1) 5 AM-T15 D Ep - BRARN

MR %5 K& EX- PR EAX-HE ®F

e K2 R I IR AR
(FEE | KEBIERKHIR)

%)V U INRUBROFLWESRAEIK AM-T15 oW TR A 4 &Iz 500mg 1 E# 5 %
pipemidic acid ZXfR & L T Wb iME, Ry EIERELBELE, F ORI pipemidic acid
DR RE O — 7 MT 3MES WL, RPEUE G pipemidic acid oFNRH ok, AR
B ERPRERITHOR KL RS 2w 2,000 mg | [B{5-% M AERE 5 BIZITR o705, #&iF
HEEDY, BHERAG 2ok, BRMRMNE L TREBBYIEBSE 34 KickHrs L, UTI EH
LA B8 2 KR o X D BIR YR L 2 A AP BMMERIER 19 B, BAEREBYLE 10 fliconT
BMEKPREHELL, BIETIER 36, AR SHATHYRISYK, RETIEDHOH FH2H
THZE 807 TH o1,

M F BRI EMELE TIX E. coli 23 16 #kdp o725, 20 £k 19 £k (95%), B4 5E T2 19 e 13
Bk (68%) Ik L, P.aeruginosa & 3 #kh 1 BRI K L, R ZOFRKOTERTEHLSAT
V7= S. epidermidis % S. faecalis D— L HE Lz LixEBClET 3,

BIfERIE 34 flh | PlICBEDORZERD T THY, KFFRORTHS Z L2EXITS

DEC. 1981

BRI 2R L EX LN,

oI

REBRLECEAERIEL LTSS LARUEBERETHS
7%, EF Tt compromised host (zxt3 % 552 8 ML IE,
B ¥ ORENEZ D, HEARI P40
Bv, EEH ORWERI DR RTiEbh, B-lact-
amase (25 IR 7 I / FERITER ORRHEA ITIT
TbhbhTns,

—7%, BRREENP ST T LEsHER HiC X - T na-

Fig. 1 Chemical structure of AM-715
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F
(\N T
N\/‘ C.H,

COOH

H

lidixic acid 2% 1962 FEICE RS TLK ¥/ Y AR
VEBRTMEEOHEMRB LEAITADATWS, Zh
114 DNA ofROINHICI REDESLER &L
=72 THY, +Tic piromidic acid (LLF PA :¥)
%> pipemidic acid (AT PPA L&) BHifREA TN,
AM-715 i3 1977 iz g R&h i Fig. 1 0 X ) il
R EHT 54T & 319.33 @ quinolinecarboxylic acid 7%
WkT, 6fific7 v ¥, T HLic piperazine ¥ F+50H
BMLsh, ZORDRERORFRAEEL Y AHEE
HLEWHERAR P ARETEEERTVEY, &
B, &#%EAT 28 B0 TERORALLTR
IRBEBRER 2 FT 72\, ERERAORRE L L CWRBFSIRE
HieBELEERERM L,

L #myenk

1. E@aginit

1) AM-715, PPA cross over test

EVBERA BT 4 4 o A K| 500 mg, 3 X PPA
500 mg % %4 ZHERs I | ERS L, mEPRE R
BER L TIETEIRRZRE L,

FRABEE ORI 72 13, AHIOHE E. coli NIHJ JC2
HrREE LT AEEY v TEIC L > T EY, BER
TR MIEOHE € LT, RO%4E 1/15M phosphate
buffer (pH 7.0) % f#f LCfiz o7, ¥ &t PPA O#E
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B E coliKp#k¥ E.coliNIHYJC2 Bk & RER & L
<Bw, ¥y 7ETHELE, RERRBIELE
n b hg¥ 1/15 M phosphate buffer YERALE, 2B
E. coli Kp Bk 3 &, HHhizid MULLER HINTON H il
(WEBR 3 pg/mD), E. coli NIHJ JC-2 bk 0 H AT I
# Disk 3 (QUEMRR 1.3 pg/ml) AL,

2) AM-715, 2,000 mg #5-3Ek

EWBERABT 5 AICAH 2,000 mg & 2R 1 @)
#5L, PRE, RPBESIUCRPENRREREL
fx, %7 quinolinecarboxylic acid R JH| D K&k 5T
REERIFHOBMENRDH B = L2 b, RPKMITHOR
#1200 R pH 2RE L, RO pH iX B —i5
pH 2 —%— M-7T #FR LTI o, ARE T3,
BEMAB ICHET B KRB, MR E ORAE

feo E. coli Kp B HEm & LW e, M IIE a1
B#% 3040 — 2 {if 5.5 pg/ml &L, 4 WML
PERALUT & o, ERRPEIERT 81 £ T
©550% Thote, E. coli NIHJ JC2 i & L
THALAESRES, hlhRE#E%3050E—2
1 8.30 pg/ml &R L, 8WiMBKICIIPBBRMLAT &% -
o RPEIRRIE 51.9% Ch o1,

2) AM-715, 2,000 mg #r5-3RB

%] 2,000 mg 1 [E#5% &1 o> fu il eb MEE, [RPIBIEE
RLA LD Table 7, 8, Fig. 8,9, 10 T & 5, MM+
MEE T IWM T — 24 11. 5 pg/ml &5RL, 8 W§MH
¥ CORBEIRRIT 19.6%, 12 B[] & © T 25.4%, 24
R ETT29.9% Thot, [RpH it Table8 iR LT
b5, ¥EEMBEORMM, MKEERERRICRE

ki ol BT, RUEEPCRESTHERDL» o7z, LLED
2. RPN R - SEitRBRDOFER 6 15 & h 7z pharmacokinetic

KRR RBRIAR BE M LIcEKF L 1A
300mg % 800 mg 5L, 433 ¥z 4 T, £D
BRDREZ A, K% R W E i UTI EEhEFMmEYE
GBI K-, ERHEEL—RBRICHEL .

o & %

1, BEMOHR

1) AM-715, PPA cross over test

4% 500 mg 1 ErEREOMFE RS X RPBE 3
Table 1,2 38X Of Fig. 2, 3 I R’+ 2L K T H Y, MmiE
FRE 1 FRITE— 2 1 2.46 pg/ml 2R L, [RPE
IRz 8 Bl T T 38.1% Tholk,

PPA 0 A, FRBERNEECRERL L T E coli
Kp &S X9 XBoTWDT, FOEERALT
HEL:H, 28 E. coli NIHJ JC-2 B b LT &7z,
* D213 Table 3, 4, Fig. 4, 5 (E. coli Kp # {& F),
Table 5, 6, Fig. 6, 7 (E. coli NIHJY JC-2 #{£H) o5/ L

parameter {3 Table 9 {=;7x+5f v T » 5, T1/2 i 500
mg £ 5 OGERMBFMAR TRIE T & & 4 o 12 2,
2,000 mg #5 Tix S22 BEfIL 2 o7,

2, BEERAYRREY

SHRE BT S YERBYEREER 21 5], SRS AR R,
WEPERE %R 4 1 4 (Table 10), BYEREMESR 7 4, @14
&% 4 47 (Table 14) TH 5,

SMFERIIXH LT3 BRRREBE TR oA, 23
fisp UTI SEHFFMEREEZ AT L0 194 TH Y,
=% 13§, %S BITHER 5% T o 7(Table 11),
F I HIBEEHER & & 72 b @ 2 Table 12 ©, 20 ke
19 BRASIHR L, S. faecalis 1 BROFERE L7z, LIcd =T
95% DMEKR L 7z 5, BEHMBIE T Corynebacte-
rium sp. 3 Bk, F0fh 2 BAEH bz (Table 13), %
TEREAEC L ZBKRDRIZ 23 50, EX 134,
A% 8 4, EH) 2 HITHBRIIY Thol,

BIERIZ 1 e RBRRD bh A, xSk T

Table 1 Serum levels of AM—715 in healthy volunteers

(500mg p.o.)
Name |[Cont. | 0.5h | 1h [ 2h 4h 6h 8h
A N.D. 28* 39 4.9 1.45| 0.06| 006
B N.D. 3.7 2.4 21 1.2 0.07| 006
C N.D. 1.0 2.6 1.3 0.94| 049| 031
D N.D. 0.51 0.93| 1.2 0.68| 0.43| 036
Mean N.D. 200/ 246 238| 1.07| 0.26{ 0.20
+S.D. +150{+1.21(+1.73 [£0.33[+0.23 0.1 6

* ug/ml
Test organism : E. coli NIHJ JC-2
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Table 2 Urinary levels of AM-715 in healthy volunteers
(500mg p.o.)
AM-715 Urine AM-715 Excretion rate
(ug/ml)  |volume(ml) (mg) (total %)
0~2 2200 60 132
2~4 1140 70 80
A 55.6
4~6 194 185 36
6~ 8 102 290 30
0~2 1120 85 95
2~4 960 65 62
B 422
4~6 480 70 34
6~8 360 55 20
0~2 320 155 50
2~4 360 125 45
C 30.2
4~6 300 100 30
6~8 138 185 26
0~2 400 100 40
2~4 480 105 50
D 244
4~6 200 90 18
6~8 92 150 14
0~2 (1010+871 79.24+42.515.8+8.5
Mean 2~4 | 735+374.3 59.2+15.6 {11.8+3.1
38.1+13.8
+S.D. | 4~6| 294+133.5 29.5+ 8.1 5.9+1.6
6~8 | 1754+126.2 225+ 7.0| 4.5+1.4
Test organism : E, coli NIHJ JC-2
Fig. 2 Serum levels of. AM—715 in healthy volunteers (500mg p.o.)
Serum levels of AM-715 . Mean serum level
(ug/mI) (ug/ml) -
5.0 o A 5.0 (@=4)
e B Test strain: E. coli NIHJ JC-2
4.0} aC 4.0
AD
3.0} 3.0t
2.0 2.0t
1.0 1.0
=z
05T 3 4 6 8 05T 2 6 8(m)

5)97’:0
IR AtEE MR BE ORRED ) BYURE TR
L x cEitkiconT, &F L PPA » MIC 2JIE

L 7=, 108 cells/ml 35 } 1f 108 cells/ml @iz > T
Table 10 {z/zx L 7=,
BB R B R 1 B, BB 7 4 RS
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Fig. 3 Urinary levels and cumulative recovery of
AM-715 (500mg p.o., E. coli NIHJ JC-2)
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Fig. 4 Serum levels of PPA in healthy volunteers (500mg p.o.)
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051

Table 3 Serum levels of PPA in healthy volunteers

6 8 (hrs)

(500mg p.o.)

Name |Cont. | 0.5h | 1h | 2h | 4h 6h | 8h
A N.D*¥ 7.7*| 6.4 38 |N.D.|N.D.|N.D.
B N.D.| 55 4.9 3.7 |[N.D.|N.D.|N.D.
(o N.D.[N.D.| N.D,| 31 |[N.D.|N.D.|N.D.
D N.D.| 88 6.4 35 |N.D.|N.D,|N.D,

Mean N.D.[550 | 443| 353(N.D,.|N.D,|N.D,

+S.D. +3.91{+3.03(+0.30

* ND. ; < 3 ug/ml

** 1o/ml

Test organism : E. coli Kp

Cumulative recovery(%)
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Fig. 6 Serum levels of PPA in healthy volunteers (500mg p.o.)
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Fig. 7 Urinary levels and cumulative recovery of PPA Fig. 8 Serum concentration of AM—715 after
(500mg p.o., E. coli NIHJ JC-2) single oral administration of 2,000mg
g 60 (ug/ml)
= .
ki so & 1s0p
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= 2 s C
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BEBR I UTI ERMEEEL ML, F 64,
B 24, 524 THBE 80 TH o7 (Table
15), FHREHETIIEZ 64, B 24, EHIFIT
BHRIZ 1279 L15, MEFHHRTH D, 19 %k
th 13 #k 68% HiEELTH Y, P.aeruginosa ¥ 3 ¥k
2 ¥k, S. marcescens, A. anitratus, Alcaligenes sp. % 1

B3 TFE: L7z (Table 16), # 5 4% W B E T Candida

sp. 1 Bk &1 4 BASE» b (Table 17), Zhb 1
FICEERORD bh i Fl ik iz &, Lo TRS
34 5iC | EIRREBAED bhcic+ &5, EERE
EEOLEG % HibOREplict Exn 0T, TITH
W LN, BREMICREELBEDILLOREP R,
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Fig. 9 Serum level of AM—-715 (2,000mg p.o.)
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15.0F
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Fig. 10 Urinary levels and cumulative recovery
of AM-715 (2,000mg p.o.)
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Table 4 Urinary levels of PPA in healthy volunteers

(500mg p.o.)
PPA Urine PPA Excretion rate
(ug/ml) volume(ml) (mg) (total %)
0~2 1840 50 92
2~4 1480 50 74
A 536
4~6 1000 60 60
6~8 350 120 42
0~2 1560 55 86
2~4 1380 45 62
B 476
4~6 1080 45 49
6~8 810 50 41
0~2 260 300 78
2~4 600 105 63
C 45.2
4~6 460 105 43
6~8 380 110 42
0~2 390 425 166
2~4 780 130 101
D 734
4~6 460 135 62
6~8 152 250 38
0~211012.5+803.8 105.54+35.3| 21.1+7.0
2~411060 +435.4 75.0+15.7| 15.0+3.2
Mean 55.0+12.8
4~61 750 +336.5 53.5+ 7.8{10.7+1.5
6~8| 423 +277.1 40.7+ 1.6/ 8.1+0.3

Test organism : E. coli Kp

(hrs)

Urinary recovery(%)
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Table 5§ Serum levels of PPA in healthy volunteers

Table 7 Serum levels of AM-715 (2000mg p.o.)

(500mg p.o.) (ug/ml)
Time (hr.)

Name | Cont ] 0.5h Th h ih h 5h Name 0 1h 2h 3h 4h 6h 8h |12h
A N.DT 130" 9.2 6.0 3.1 1.5 |N.D. A ND 44 1100 (148 |112 5.6 38 23
B N.D| 72 6.8 5.4 3.4 1.5 | N.D. B ND 6.8 76 | 128 8.0 35 2.1 1.3
c N.D.| N.D 1.9 4.6 23 [ N.D.IND C ND 80 (134 |120 9.2 4.4 29 1.6
D [NDJ|130| 85| 44 | 22 [ND.[ND, D |ND | 36| 88 |125 | 96| 59| 44] 35

Mean |N.D.| 830 660 510 275 o075/ ND, B |ND | 44] 52| 56| 39| 14| 10/ 05

+S.D. +6.17)+329+0.74|+0.59]+086 Mean 541 90 | 115 84 42/ 28| 18

+S.D. +18 {£3.0 |£35 |£2.7 [£1.8 |+1.3 |+1.1
*N.D.: <1.3 ug/ml
** pg/ml
Test organism : E. coli NIHJ JC-2
Table 6 Urinary levels of PPA in healthy volunteers
(500mg p.o.)
PPA Urine PPA Excretion rate
(Mg/ml) volume(ml) (mg) (total %)

0~2 2600 50 130
2~4 1360 50 68

A 55.0
4~6 750 60 45
6~8 260 120 31
0~2 1260 55 69
2~4 1680 45 76

B 444
4~6 940 45 42
6~8 700 50 35
0~2 280 30 84
2~4 440 105 46

C 424
4~6 480 105 51
6~8 280 110 31
0~2 350 425 149
2~4 700 130 91

D 65.6
4~6 300 135 41
6~8 188 250 47
0~2 [1122.5+1081.4 108.0+37.7(21.6+7.5
2~4 (1045 + 573.7 70.24+18.8(14.0+3.7

Mean 51.9410.7
4~6 | 617.5+ 283.6 44.7+ 4.5| 8.9+0.9
6~8 | 357 + 232.1 36.0+ 7.6] 7.2+1.5

Test organism : E. coli NIHJ JC-2
8t L7z, PPA [z oW TRBREE LigoErs bEI
m £ = ’ R ;

1. Bk IZ DT

Z#]500mg ¥ PPA SO0 mg # 7 v R A —_—kC 1
E#5 LA oMEPRE, R ERRICOWTHER

Y 2REORENMA Z L ik ot ZhiZE
coli Kp B % (£f LIt e, mMFpmeEs 2mmETL
HRIECE AP oD TH S, E. coli NI IC-2 &
FERALTHREEMICI 4 B 3 X O 6 R ComME
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Table 8 Urinary levels and recovery of AM-715 in healthy volunteers

after oral administration (2000mg p.o.)

AM-715 Urine AM-715 Excretion rate
(ug/ml) | volume(ml) | pH (mg) (total %)
0~2 1631 50 5.7 81.6
2~4 3109 60 5.8 186.5
4~6 593 175 6.1 103.8
A 29.6
6~8 522 115 6.3 60.0
8~12 362 220 - 79.6
12~24 193 420 - 81.1
0~2 1361 70 5.3 95.5
2~4 1701 65 5.2 110.6
4~6 831 110 5.9 91.4
B 25.3
6~8 653 85 6.1 55.5
8~12 171 475 - 81.2
12~24 109 660 - 71.9
0~2 915 90 6.0 82.4
2~4 1955 110 6.1 215.1
4~6 466 275 6.4 128.2
C 34.0
6~8 406 160 6.2 65.0
8~12 273 353 - 96.4
12~24 226 415 - 93.8
0~2 1056 55 5.9 58.1
2~4 2191 60 6.0 131.5
4~6 1130 155 6.2 175.2
D 443
6~8 480 230 6.3 110.4
8~12 741 375 - 271.9
12~24 428 310 - 132.7
0~2 480 160 6.3 76.8
2~4 454 175 6.2 79.5
4~6 308 135 6.8 41.6
E 164
6~8 308 90 6.1 27.7
8~12 81 590 - 47.8
12~24 80 670 - 53.6
0~2 |1089+392 78.8+12.1{3.9+0.6
2~4 (1882+857 144.6+49.5(7.2+2.4
4~6 | 6661322 108.01+43.8|5.4+2.1
Mean 29.9+10.3
6~8 | 343+195 63.7+26.6/3.1+1.3
*8.D. s 12| 325+ 255 86.6+26.5|5.8+4.3
12~24| 207+273 43+1.3
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Table 9 Pharmacokinetic parameter of AM-715

Urinary

Dose Cmax | Tmax | T, AUC excretion
(mg) (ug/ml) | (hr) | (h) | (Ug-hr/ml) (%)

Al 49 | 2 ) 14.3%9 | 556%9

B 37 | 05 8.9 42.2
500 C 26 | 1 7.1 30.2

D 12 | 2 4.8 24.4
Mean 31 1.4 8.8 38.1
+SD +1.6 |+0.8 +4.0 +13.8

Al 148 | 3 4.8 73.20) | 296%*9

B| 128 | 3 4.4 55.1 25.3
2000 FeTT13g | 2 4.2 67.9 34.0

D| 125 | 3 8.4 71.3 443

E 56 | 3 4.6 28.0 16.4
Mean 118 | 28 5.2 59.1 29.9
+SD +36 [+04 [+18 +1838 +10.3

(*1) Could not be determined

(#2) 0~ 8hr

(#3) 0~ 12hr

(¥4) 0~ 8hr

(*5) 0~ 24hr

MWz ¥ £ b, Fig.4 L 6, Fig. 5 L 7 #lkik+h
AL REICBRERUERNELATVWS, AL
PPA % i+ 5% L 500 mg &5 04, mEPIRE R
PPA Rt — 7T 3ELE K 2 Y, 6 RREE%EbLZH
CHNWDERD B, RPEIRPBIL 8 Rl TTEAITIR
#38%, PPA T2 #152~55% L 2 v, {hlEROKER
LHB Y { —FL T v 3V, A&H| 2,000 mg 5 Tit
8 B & TTHI 209, 12 Befl] THI 2506, 24 R T
#130% DEIRR Iz F & 7 v, 2,000 mg HFEToOmH
hBEIRE 3 BE%A T —2 T 11.5 pg/ml L 23
2%, 12 BRI T4 1.8 pg/ml %55 L7,1,600 mg (n=4)
BETREY— 2N 2 B% 9.65 pg/ml TH 3V DIz
HLE— 7 EOHBERRRLBN T 208 b5, ¥
7= 8 BERIME, 12 BefE]4H % 1,600 mg (n=4) 5N T —
ZVLHBEL T H 5 L 2,000 mg #5005 BEWEEZTR
LTW3, Thbb 8B TiX 3.95 pg/ml 23t LT 2.8

pg/ml, 12 BERC 2.30 gg/ml izt LT 1.8 pg/m! TH 3,

REPEURE b 1,600 mg £5-Tix 24 R E T T 47.8%

THBMDIC 2,000 mg 5 Tt 299% LERDHBH,
ZRIRBERROFHROAEOMSE ¥ 0okx 0BERSE
boTHELELDEEZ NI,

% 7 Y U MK UBRRERTRGEROBRBEHRER
b P CRARESICE B ROGRITHY S RHER
LELDhBAEEY ABESATWS, TZTHRATYH
2,000 mg % EEEERRAIC B5 LT HEN RPFEROHH
LEDF, BEMGOBEREMEDRFE KL ARE
Ry mdot, LetioT 1EHEEEWS ZLiehEn
i 2,000 mg ¥ TO FERI—BRAKHLTARLER
bhs,

2. EEER#HRIZONT

12 550 77 &% COWRERBRERE cAAE |
A& 300 mg 26 800 mg T4 3 b L 44 THR
B, EOIBEH 7 Akt 27 £043 34 4 TRIE
EMN 23 4, BHEER L ATHS,

UTI TR G 2 1K) it > CHREWELR
TRl Ak 19 41, @itk 10 ATHSREENE
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Table 11 Overall clinical efficacy of AM—715 in acute simple cystitis
Symptom Resolved Improved Persisted Efficacy on
- . De- Un- De- Un- De- Un- | bacteriuria
Pyuria Cleared creased |changed Cleared creased |changed Cleared creascd | changed
Elimitated || 13 1 14 (74%)
Bacteriuria Plf:;?:z:g) 4 4 (21%)
Unchanged 1 1 ( 5%)
Efficacy on pain on Case total
Efficacy 18 (95%) 1 (5% .
Efficacy on pyuria 17 (90%) 1 ( 5%) 1 ( 5%)
D‘] Excellent 13 (68%) Overall effectivenss rate
[::] Moderate 5 18 / 19 (95%)
Ej Poor 1

Table 12 Bacteriological response to AM—715
in acute simple cystitis

Isolates No. of strains Erad(i‘;oz;ted Persisted*
E. coli 16 16 (100%)
P. mirabilis 2 2 (100%)
S. epidermidis 1 1 (100%)
S. faecalis 1 1
Total 20 19 ( 95%) 1

* Persisted : included decreased strains

n95%, 80% LRIFRMMEET L, T OEITAME
TREUKRO LD LIZIFRIST H YV, BIEETIE»R
YRVRBIETRL TS LB bh5, KA ERET
HYELLTHARCHRESNZ Z L2 EX I+
#LBbhE 3,

HRAZAPHRICOVWTER TS &, StEETIR E. coli
BEET 16 L THRBEL, EHEEEIP EZ W b DOP.
mirabilis O 2 ¥k, S. epidermidis 1 B2 THEL, S.
Jaecalis 280 5 & | BEREE L T2, E-BMETIER
XY E.coli 6 & TH% L, E. cloacae, P. mo-
rganii, P. vulgaris, K. pneumoniae, K. oxytoca, % 1 ¥
BER LA, Ll 3 & P. aeruginosa 3 ¥erh 2 5,
S. faecalis 2 B 1 %, S. marcescens, A. anitratus,
Alcaligenes sp. D7efe L7ehs, ARIOMKEELS L
L5R#\FEWR B,

ERBMRMIERE % B 2 SR L R IR 5
MICE B L, PPA & b L 7= 238 & d iR 0 5 254

Table 13 Strains* appeared after AM-715
treatment in acute simple cystitis

Isolates No. of strains ( %)
Corynebacterium sp. 3 ( 60%)
a-Streptococcus 1 ( 20%)
GPB 1 ( 20%)

Total 5 (100%)

*: regardless of their bacterial count

SRTEY, HHEEIDPEWL DD L LT S. epidermidis
REYVTLABERETOENBN 5T,

EWER L LTRBEDCEZN | fIBD LRIt &S
+aBERFER T X 2 AL EX BN,

x W

1) %5 28 [ BR(LEREF KRS, FR L OEP T L
III, AM-715, ¥x, 1980

2) #HAEAR, MEE®R BAE—K, BEXEK Pl
—ik, BHEE, HAKUN, PFHE— : Pipemidic
acid DAIRBERIE I+ 531, Chemotherapy
23:2707~2716, 1975

3) FAEKE, FR{EFR, KEUIEFK : Cinoxacin d Lk
) - FBERAYHR 3, Chemotherapy 28 (S-4): 197~218,
1980

4) FEAEKE], FRHER, KBEK | REBREECHT
%5 AB-206 m#3t, Chemotherapy 26 (S-4): 145~
149, 1978
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Table 15 Overall clinical efficacy of AM-71S§ Table 16 Bacteriological response to AM-—715
in complicated UTI in complicated UTI
= Pror | Cowes | Docrosed | Unetaneed | Mty on Isolates  [No, of strains Erad(i%ted Persisted*
Eliminated 6 2 | 8 (8o®) E. coli 6 6 (100%)
Decressed P. aeruginosa 3 1( 33%) 2
Replaced S. faecalis 2 1( 50%) 1
Unchanged 1 1 2 (20%) E. cloacae 1 1 (100%)
Efficacy on pyuria 10m| 1 am| 2 coom| 0N S. marcescens 1 1
Excellent 6 (60%) |Overll cffectivoness rate P. morganii 1 1 (100%)
[ | Motenste 2 8/10 (80%) A. anitratus 1 1
[ Jroor 2 K. pneumoniae 1 1 (100%)
- i at K. oxytoca 1 1 (100%)
Alcaligenes sp. 1
Isolates No. of strains ( %) Total 19 13 ( 68%) 6
Alcaligenes sp- 1 ( 25%) * Persisted : Included decreased strains
P. maltophilia 1 ( 25%)
S. faecalis 1 ( 25%)
Candida 1 ( 25%)
Total 4 (100%)

*: regardless of their bacterial count

EXPERIMENTAL AND CLINICAL STUDIES ON AM-715
IN UROLOGICAL FIELD

KeisH1 OKADA, MAsaAKT OHKOSHI, NOBUO KAWAMURA,
and YASUHIDE MURAKAMI

Department of Urology, Tokai University, School of Medicine

Experimental and clinical studies on AM-715, a new antimicrobial agent developed as a quinolinecarboxylic acid
derivative, were carried out. The results were as follows.

1. Serum concentration and urinary excretion:

The same dose (500 mg) of AM-715 and pipemidic acid were respectively administered to 4 healthy male volun-
teers as a single dose at different days. The peak of mean serum level of pipemidic acid was higher about 3 times
than that of AM-715, and the recovery rate in urine (0-8 hrs) of pipemidic acid was too higher than that of AM-715.

2. Very high dose (2,000 mg) of AM-715 was administered to 5 healthy volunteers to examine whether crystal
formation in urine occurred, but no crystal formation was observed and no subjective symptoms were observed.

3. 34 patients with urinary tract infection were treated with AM-715, and evaluated by the criteria of UTI
(Part IT). The clinical response for 19 cases with acute simple cystitis was excellent in 13 cases, moderate in 5 cases
and the clinical efficacy rate was 95%. The clinical response for 10 cases with complicated UTI was excellent in 6
cases, moderate in 2 cases and the efficacy rate was 80%.

4. Bacteriological response were evaluated in above 29 cases. Eradication of bacteria was observed in 19 strains
out of 20 strains (95%) in acute cystitis and in 13 strains of 19 strains (68%) in complicated UTI.

5. A slight eruption was observed in one case as side effect.



