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EOWTHEBMEDHE R T\, KoM 0 FE(lik 226 §) (AM-715 B 115 §i, PPA & 111 )
TiTlebhic, MEROEBERATIILE I VRS Lhih » 1,
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Institutes and doctors attended in the study

Institutes

Doctors

Department
of Tokyo

Department

of Urology, Fuculty of Medicine, University

Tokyo Metropolitan Aoyama Hospital
Tokyo Mectropolitun Toshima Hospital |
Tokyo Kyosai Hospital |
Mitsui Meinorial Hospital |
Musashino Red Cross llospital

School of Medicine, Gifu University

of Urology,

Department of Urology,
Urology,
Urology,

Urology,

Department
Dcpartment
Department

Dcpartment of Urology,

Ohgaki City Hospital
Toyota Hospital
School of Medicine, Kanazawa

Urology,
Urology,

Department of
Department

Department of Urology,

University

Department of Urology, Fujita Hospital ’

of
of
of
of
of

Meiwa-Sougo Hospital
Fukui Saiseikai Hospital
Fukui Red Cross Hospital
Noto-Sougo Hospital

Urology,
Urology,
Urology,

Department
Department
Department
Department Urology,

Department Urology, Faculty of Medicine, Kyoto University

Department of Urology, Osaka Red Cross Hospital

of
of

Kurashiki Central Hospital
Kobe University, School of

Department Urology,

Department Urology,

Medicine

of
of
of Urology, Himeji Red Cross Hospital
of
Hara Urological Hospital

Department Urology, Hyogo Prefectural Amagasaki Hospital

Department Urology, Hyogo Prefectural Kakogawa Hospital

Department
Nishiwaki Municipal Hospital

Department Urology,

Department of Urology, Okayama University, School of
Medicine

Department of Urology, Okayama Saiseikai Hospital

Department of Urology, Okayama City Hospital

Department of Urology, Okayama Red Cross Hospital
Tsuyama Central Hospital
Tamano City Hospital

Faculty of Medicine, Kyushu

of Urology,
of Urology,
of Urology,

Department
Department

Department

University
Department of Urology, Hamanomachi Hospital

Department of Urology,
Hospital

Miyazaki Prefectural Miyazaki
Department of Urological, Shinnittesu Yahata Hospital
Department of Urological, Kitakyushu City Kokura Hospital
Ando Urological Clinic

Kiyohara Urological Clinic

Oomaru Urological Clinic

Hidaka Urological Clinic

Tadao Niijima, Osamu Tsukada

Junji Yuge
Michio Asano
Isao Saito

Yoji Nishimura
Hiroshi Nito

Tsuneco Nishiura
Tatsuo Doi, Yoshito Ban

Kazutoshi Isogai
Masanobu Horie

Kyoichi Kuroda, Mitsuo Ohkawa
Einosuke Nakashita, Akiyoshi Ikeda

Yukio Fujita, Kenji Tsukahara
Kimiomi Miyazaki, Osamu Kumaki

Masaru Sawaki

Masayoshi Shimamura
Chiaki Nango, Akira Okasho
Toshiaki Sugata

Osamu Yoshida, Tadao Kiriyama
Mieko Miyakawa, Tamio Yamauchi

Yoichi Takahashi, Shuichi Hida
Tadashi Matsuda, Yasuki Horii

Shuzo Machida

Joji Ishigami, Sadao Kamidono
Koji Hikosaka, Osamu Tomioka

Kiyoteru Kuroda

Hideo Ohshima

Santaro Ohno, Masuyoshi Harada
Kensuke Mayumi

Shinji Hara, Hiroshi Ohmae
Hiroyuki Ohmori, Manabu Hirano

Tsuyoshi Shiragami
Katsuichi Nanba
Atsushi Kondo
Teruaki Akae
Yasuhiro Katayama

Shunro Momose, Seiichi Nakamuta
Noriyoshi Miyazaki

Kanichi Emoto, Kenji Aito
Norio Kinoshita, Shinichiro Komine

Hiroyuki Nagayoshi
Sadamu Hieda, Hideaki Ito
Seiichiro Ando

Hirohiko Kiyohara

. Koichi Oomaru

Masaaki Hidaka

Isolation and determination of bacteria in urine sample and determination of MIC to the isolates:
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Institute of Anaerobic Bacteriology, School of Medicine, Gifu University, Kazuc Ueno,

Kunitomo Watanabe.

Controller :

Department of Health Administration, School of Health Sciences, Faculty of Medicine, Univer-

sity of Tokyo. Tsuneo Tanaka

Fig.2 Dosage schedule

Daily dosage
Group
Morning Noon Night
[ J o ]
AM-T715
(@) (@) o
(o} (o] (o]
PPA
o () (]

@ AM-715(100mg) @D PPA(250mg)
O AM-715 placebo CO PPA placebo

Xk, AM-715 E¥ L PPA 75+, PPA £X
& AM-T15 75 £ EDAARIC L » T MEMOBRAY
FEETH XTI —HREBEB L1,

AM-715 e LU D 7 5 w F LRI (B 7
WNEL, HBED PPA &R IVFD 77 AT KH
AREEOLME LSO AV,

4. EFoE T

EFEIhAERORE L 77 « FHO BN FHE
KOWTORE, HbUask, AEEOBHTEERD
B2t -5 -DRET, KARRHSEEAR
FRLDOHRA LTIV, ARTEE ShicEHY
BHLE, Xbikav br—F —REFACHELAER
¥HDEEEF LV 7T L HELHOWT, FE=HH/EITHS
BERAFENERE XFEFAHRECKEAL S8
BERR CHAIENRROE RS CHAY R BES R
ThH T LEHB Lico AREANT 246 FEFIFR L
avhe—5-pEUSHEERCE > T EFAS L
CHERELRBEIARICIS L 5 K EBFACEAED
fFdefTiw, —EHFE¥MF LI, AV I F—a—
Flew—vvy—F—a—-riitkavir—-7—
PEECREL, MEORES LUMHED 7 —20F
FRDRIE, MitFOEiTes XUAFRORIEL LD
Kol 2= =Y vy—5— 35— CHHEZIN
HrliRieh ot

5 BESE

AM-715 0 382 (31 B & 300mg, PPA X1 A&
™mg L1, Fig2 kRLiX 5 FhEFRIEFEH
D77eHXLOPALT, 1030, BRECRAIE
To BEROWEL PPA LiH & Do BMEER %
5 LBRROBRS9% L U PPA OGS B0 A

. FARO2G PPA DR IRI% 1 14k 750 mg & L/,
AM-715 DB BED % AL 2 WE B e o3 5
MIC 24T, AM-715 #% PPA 12t ~RT 4~5 Bifh
T3 ENVR XU ¥ T X At 200 NRtE I D
R+ 5 —ERKRBIC s\ T 1 F 300 mg DI
X I IcRmEA (290 Btk 284 4 17 %, B
97.9%) M@BHLA, LN ARIERLAbhich -
fec kX, 183 300mg & L7,

BEMEX 3 AR & LA, EEREIERO BB PR
RREESHBELCE TRy TE B DL
oo BIERDERCHE Y525 X5 RiEME, ¢
PLEA 3 LU SR RF e S OBt ZEIL Lic, £
DEE~NDREIZ AR EFAMLFTBOHE L DM LT
7e5T&E L,

6. BB IUBERE

FRBRORMIC H1c» TL, REWERHERT S LHH
b, HREIVBERHCARTHIENTH > THRD
FRCHEETH L0, FHRBIERAARLWZ Ex
HLAR,

i) R XOAFDORA

i) BR7vAF-—DOREDOHB LD

i) ERTH - FREEE0HZL0

FARBEI > TEAVBEINEATH-TL,
DT OZECHY T 5 EGNIERA £ 13 BEER & LT
#y, TORBIIHABMOHENERE T I &%
KX Dyiy)to

i) BEHBCERIILLTEOREN 1T Iebh g\
FEB

i) BEREOREAOTHhA 2 AU ECRAKES

iii) HEER HCIAINILD - IEEF

iv) BIfFRD - TRENFIE S h, BEEKD
BED T T X fndr» 1fEH

v) BiffBOicbh=~—Tvo—F—3E T h
THER

vi) FOMHBIEELSHVBRNAECIIRE LR D I
fEB

7. EFIOBRNITE

HRLILHBEBCOVWTERENARRDO 7= + =
—Aied ESWTHIEORE Y IRRMAE ERERTHR
(B3BB T4 BEIRTIe» T BILERERDE
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: 10~29 = /hpf
: 5~9 2 /hpf

— :0~4 a2 /hpf
D5z 8L,

R HR D L2 Pl T M R E ST Y A
2 OI— (L ) (2 k2 T e o Tee BRI E
T MIC L thy e bt 2 | B Ry (EYE- -1
AR BEL, iz iRt MIC @ JiiEZD
AACZEFR S ALV T, BN 10% 35 XY
10%cell/ml Tiife ot Al Titavbr—5—31
HAVD L LT BRI BRAY, BTE
FEFD) DREds XU UTI ROFME VR » G
BB ORI & ifle»Tz, ShEIZERL. X
S THLERGROYLEEd, it A%, K0
LB TITIob T, ¥ EAMIIBEKSRL JURE
MR LU THEREDFEi X (Ticolo HIb “EbbE
Luxien” il L "R & “AlR” Ol
BSEGECTXIMZTr, b LI, SOBDITD

CHEMOTHERAPY

OCT. 1982

TRAMAICHE D BRADRAL (A 2 74L) % Fics,
“HIE” (75 MBAE), “EBHELVRI" (T4 A~as
S0, "AMIET24 AT 03 BHETRMEY TR S ¢
LELt

8 I @

Hhw ri, MEXRNVUBEh, BREAOHER: )
UNAADIT i (VN BRENVBBLE:DS, 2%RD
(Chh 2N EDELLGVDLLET, avbe-

r=he— G =S DA Lt

9. SF=20DMbr

FexitBOMLlH3 /e —-F—-DIRETH Ty
G AN L, L 2 B LB M T o 12,
ol LRI L, 2 285 4 1Y 5 7EETIREED
X Wincoxon OBI(7RIKLE, YaTes ODBE-SE Xtk
WHE LU Frner O EERRELEYAV 1, BEE
T 2 BER D SO « B LT 12, BEK
A 5% A4 L L, BB ETIZ 10% KELHE
L LIS

II. & |

1. &A%

AREc gt L7- AM-715 &3 XU PPA & Zh¥
W75 EgEieD. 7, KRR ERTER T

Table 1 Pharmaceutical studies -n AM-715
and PPA tablets used m the compara-
tive trial
S Assay Disintegration time
Tablet —
‘ Before After Before ' After
AM 715 100mg | 103.4%)| 97.8,] 24min. | N.D.
PPA 250mg 96.2°| 103.6%); 10min. | N.D.

Table 2 Patients studied

P —'I;otal Statistical

——— | AMTIS . PPA | _analysis
Total No. of cases P31 1 | oam
-f:loj (z(_fas;:» exclud~d 15 17 32 Z.=0.3782
No of cases dropped out 6 6 12 ! Po=0.705 N.S.
Eléi;c:ﬁyc?’ses evaluated for clinical | 100 97 197 ]
No. of cases excluded from
evaluation on side effect 6 9 15
No.of cases evaluated for side effect 115 111 226

1) Background characteristics of patients of AM-715 and PPA treatments were statistically
examined on the subjects employed for analysis of drug efficacy.



VOL. 30 NO. 10

CHEMOTHERAPY

1165

bhl-E=ZRMC X 58BAROFKRY Tablel i
Fello MARRITIERVBRESOREAIIT
$0, BAERHRFAKANFORBECHEL, 7
SeARITIRERNG TR THRVW EAREI R,

2. KRRHEG

LIEMIE Table 2 RLIcEIh 241 AT, £EDON
Rz AM-715 B 121 I, PPA B 120 I T B o1
-0 5 BRAEMIE AM-715 8 15 4l (12.4%), PPA

Table 3 Reason for exclusion

Reason ‘!LVAVM.ZIS l PPA
1.Patients age higher than 70y. 1 l 3
2.Not a subjective patient } 1
3.Negative on mictinn pain i 1 |
4. Pyuria less than 10cells hpf 1 : 1
5o o re e 2oz
! 7 ;lg 17

A\I 715
Inadcquat; exa-m:.nt-i: o ; o
Not a second coming : 5 6
Total . |7 6 N 6

17 Bl (14.2%) TR, BEEN L AM-T15 §t 6
Bl (5.0%), PPATE6 B (5.0%) THotee L1'n
T, ShbiRA s TURBEMALERY 72 197 Hl (AM-
715 #f 100 4, PPA % 97 BU) * W RhYERRAMGD ) & -
Lico RN DI IME LA D FKBEn e < ML AE
TH-te 15 Fl (6.2%), At AM-715 fE6{Al& PPA
T 9 Bl% Bk\ 7o 226 fl (AM-715 %% 115 §I, PPA Jf
111 ) iSO THTTE = oo BRI & P8 o FAiEBlIR DT
{3 Table 3 i, Jii¥% & 7c-> 7o~ -2 W Tid Table 4
e hEROIN AR L,

3. XHNROWRAT

st 197 MO RAETF o2\ TiIEARE D3 71
B L1z, Table 5 (SR LIk Sizxt4uz Mt T
Hb, HosNkBET, B - BEBRROIGR ORI
ROBUR, BERMNI LURROBEDH T L2, WA
Rl LB bhich o too Lo LERS X PPA
P HELD 16~29 in %<, AM-715 [t iZ 50~59
WO B WU RS B i,

BRI ORI VDS it Table 6, 7 2R LIz&ds5 D
Thoteo 75 LMBHE (GPC) HmRL X, AM-715
2t 15 I, PPA B 13 f, 75 »fatkigEd (GNR) 1
¥ & Yu ik AM-715 ¥ 79 {5, PPA T¥ 73 i, —.fll)
FoRASRY: AM-715 $£6 ], PPA B 11 I T
Blic B EXIIRDOREI o1, FRABMEHIZATL
GNR ¥ AM-715 B 89 ¥k, PPA If 86 #, GPC |:

Table 5 Background characteristics

AM-715 ¢

Characteristics PPA | Statistical analysis
! Male ! 0 0 ‘
Sex i i | B
| Female i 100 | 97
16 ~ 29 I
30~ 39 % 19 Z, -1.8796"
Age 0 ~ 49 .18 19 Py -0.060
50 ~ 59 o8 B
60 ~ 69 A
In-out In-patients K 0 | 0 ‘ —
patients Qut-patients 100 l 97
Type of Monomicrobial infection 94 ! 86 P,=0.211 N.S
infection Polymicrobial infection 6 | m ’ i
+HH+ 26 25
o —+ 43 45 Zo=0.2145
Pollakisuria + 26 21 Py =0.830 N.S.
_ 5 6
26
b on *:L ;g . Zo=0.8691 o
urination Po=0.384
+ 28 26
+H 45 40
Pyuria + 36 3 i:;?)iss? N-S.
+ 19 21 )
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AM-715 B 19 ¥k, PPA #f 24 ML WERIC R 0 IT&
bhich oy, S faecalis 13 AM-715 B ii7c <,
PPA BRTDRT ¥R EBEI &b o 1o ARERT HBER
EIhICREAECH T2 © MIC 5% Fig. 3,
4 iR LTz, 108 cells/ml o fEEE TIX, AM-715 B
D 99 ¥k, PPA #¥od 101 #Ricxi3+5 AM-715 » MIC
1% <0.05~50 ug/ml @/HAiL, D peak fHiX 0.05
upglml THhotz, Fic AM-715 B 99 £k, PPA % 101
¥Ricxt+% PPA o MIC (2 0.78~=100 ug/ml i 4y
fil, O peak {HiL 1.56 ug/ml THb, DI h
TR RO FEARZ R REICE D 1XBD bhich -
7o (Fig. 8), 108 cells/ml ZEHEREDHA S AR 2 &
—vEiRLik (Fig.4), Uk AM-715 & PPA B0
BETRRTFRIFETXETHE RS HVRD LI
WZ ELWBRIOES), Baetl XOFERNCEETS
BB TH 5 LTI hic,

4. RAEFKRZHE

UTI ELhFHMERRE > THENERS 2 T -1
ARSI E% Table 8 1277 Lico AM-715 BfiT 24
80 $1(80.0%), H%h 19 HI(19.0%), &%) 141(1.0%)
TEYERFDE AL VbPLEYDER UATFTHYRET
%) i3 99.0% THh-tco PPA FEILE%) 66 4] (68.0
%), B 26 Bl (26.8%), EXSH (5.2%) THE
RiL 94.8% Thoto, WA TIZ AM-715 F2% PPA
PR THDES TR W TAHBCE LIRS TS - -
(P<0.05), *7#E#hEK T AM-715 Bit PPA BLc i
BEASA DRI, BHRCIEHERICATEIIZD S
é’bﬁiﬁ‘-’)ﬁo

5. HEERCKHTHE

HERFE T3 545513 Table 9 1= 755 L 720 AM-715

Table 7 Organism isolated from urine before treatment

Table 6 Pattern of organisms
Organism AM-715{ PPA ; Statistical analysis
Pattern AM 715 | ppa | Statistical E. coli 69 | 69 | Po=0.970 N.S.
s i
anayss P. mirabilis 4 5 | P=1.000 NS.
GPC 15 13 Klebsiclla 6 | 3 |P=0.330 NS
GNR 79 73 GNR P. aeruginosa | 1 1 -
GPC+ GPC 1 2 S.marcescens ] 1 -
- | ‘
GPC 1 GNR 3 5 f)°:g'jf:6 Enterobacter 5 3 [ Py=0.49 N.S.
GNR4 GNR ) 3 ! NS Other GNR 5 4 'P=0747 NS.
, - Sub total 89 86  P1=0.539 N.S.
GPC+ GPC+ GNR | 2 .
! S. cpidermidis 18 12 Pi=0.299 N.S.
GPC + GNR+GNR 1 | i
S. faccalis 7 Py=0.014
GrcC i ‘
GNR+ GNR+GNR 1 Other GPC 1 5 !m-0212 NS
TOTAL 100 | 97 Sub total 19 | 24 Py-0.539 N.S.

GPC : Gram positive coccus
GNR: Gram negative rod

Total 108 | 110

Fig. 3 Sensitivity distribution of isolates from urine

100~

Inoculum size
108 cells/ml

50

Cumulative percentage (%)

Group | Drug 505(0-0510.110.2]0.39/0.78(1.563.1316.25[12.5] 25 | 50 | 100| 17 | Tota S;:;}j’;f:’ Unknown

AM-T15 1 (9(55/8|3[3[3]1 9 1]2 99 [Z0=0.5381 9
AM-715 Po=0.590

PPA I|5(59|9(|1|2|1]1 8|2 101| N.S. 9

AM-715 I 7158 4|16 |11| 99|Z20=1.0436| 9
PPA Po=0.296

PPA ' 4|58 1(1(1]4]2|19/101| N.S. 9
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Fig. 4 Sensitivity distribution of isolates from urine

100 Inoculum size

10° cells, 'ml

Cumulative percentage (%)

50
o—0 [
-9 |
&a—b i
a8y
Group| Drug 5 0510-05(0.10-20.3910.7811.86(3.1306.25012 5[ 25 [ 50 [100] ;g0 Taral] tatistieal | nknown
AM-715 I |19/48|5)3 14 99 |74 -0.6663
AM-715 2| 212 21 I’»- 0.505 S
PPA 11 |12(58] 4 31 1] 2)18|2]1 101 N.S. 9
AM-T15 m 12|58 6 41]1|9]| 8 99|20=0.9884 9
PPA Pv=0.322
PPA ) 7162| 5 21113)8(13]101 N.S. 9
Table 8 Overall clinical efficacy evaluated by the committee
Drug cN:s'e:f Excellent Moderate Poor Statistical analysis
80 19 “Ex” x2=3.0733*
AM-715 | 100 | (80.0%) | (19.0%) 0 30/) Po=0.079 AM>PPA
99(99.0%) 7727 |“Ex+Mod” Po=0.114 N.S.
& A Z0=2.0134
(68.075) | (26.8%) 5 0=2.0134"
PPA 9 (5.2%) | Po=0.044 AM>PPA
92(94.8%5)
Table 9 Evaluation of efficacy on symptom
Drug l\i:'szg Resolved Improved | Persisted Statistical analysis
( 95 ( 5 “Resol.” Po=0.122 N.S.
_ 95.0%) 5.07%) “Res.+Imp.”
AM-715 100 0 Po=0.117
100 (10075 N.S
86 8
PPA 97 (88.772) | (8.2%) 3 Zo=1.6605"
(3.1°,) | Po=0.096 AM>PPA
94(96.97,)

PN 95 i (95.0%), BHes5H (5.0%), Mk &
BRY AR BRRUITERREET5)I1100%TH -
oo PPA FHiZ44% 86 4l (88.7%), Btk 8Bl (8.2%),
TE3B (38.1%) TEHRRKIL 96.9% Thot, M
MGt AM-715 BfA% PPA BECBAHEMEY Eb bhic
P, AR, BRBCRIERMECETALRN -,

6 BRcNTHHR

BRx3 55513 Table 10 7 L1z, AM-715 %
XEH L 88 B (88.0%), HKF 64 (6.0%), FE6
Bl (6.0%), ERILLBZEYERLKEER WUTHEX
EF3) 13 94.0% T Ho1oo PPA BIXEEEAL 79 B

(81.4%), &3 11 # Q1.3%), RE7H (7.2%) T
HERIT 92.8% T, MEMCIEEZIDZDLRAN
')7’:0

7. HERCHTHIRHE

B RICH T 5%8i1x Table 11 iz ;xR L1, AM-715
Frmteit 91 61 (91.0%), EHA 14 (Q.0%), EX
R781 (7.0%), AE1H (1.0%) TH-1o PPAF
AL 77 Bl (79.4%), BRI 56 (5.1%), EX
£ 10 81 (10.3%), AESH (5.1%) THh-t, WEE
BTt AM-715 BA' PPA B HAREFIC o T vie
(P<0.03), *JattibE T3 AM-T15 BREECE
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Tuhle 10 Pvaluation of effhcacy on pyuris
- R e —— B,
Drug | ::L“:‘ Cleared Ieereascd ' Unchanged % Statistical snalysis
i b |
! - | - .
l 88 | 6 r’(.‘|. x.=1,1711
PN 7] N Y
AM 715 | 100 (88.0", ’ | (_6‘.‘0> W) h' . l;e“' 0.279 N.S.
94(94.0" ) (6.0%) P. 0.780 N.S.
' n | n )
" . (81,47 7 | (1134 7 /.=, 2229
rrrA ' o - - - 7.27) I' 021 NS
| 90 42.8 ) l
Table 11 Evaluation of «fficacy on bacteriuria
= ‘ - S R
Drug ;\:‘.1:{ ilihminuled Drcreand[ chlacedllr'nclunpul Statistical an.l. s
o] | 1 ‘ “khm® P 0.826'
91.0" ) | (1.0".) 7 1 ! AM> PPA
AM 715,100\ C —1(7.0%) : (1 0 ) |"Elim+Dec.’
| 92(92.0" ) I P> 0.122 N.S.
7”5 i )
i . D H Z, 2.2835
pra g7 (T4 )151%) ) 0 3,, I 0oz
82(84.5",) . o AM-PPA
_—— — 1
Table 12 Ovcrall chnical efficacy
- :’\— B T T - " - ﬁ"'_‘ - - T T T
e __Symptom ! Resolved l Improved Unchanged Efficacy on
Pyuria Drug [ PR P l'il C | i U n.; bacteriaria
r LOAMATIS 80 | 4 3 L 91 91.0%
! Elimmated ' —-*—— - -4
‘ " PPA [66) 5 2 i 77(79.4
|  AM 715 6 1 8(8.0%)
Bacteriuria | Derc(relas)ed S - - _—
(Repl. PPA 8 2 1 1 15 (15.5%1
AM IS |1 ‘ Jr 1(1.0%
Unchanged | : © o - - Y
b P,]"\ 1 __1 | | 1 1 1 ! ﬁa( 5.17!
Efficacy on pain on AMTIS 1 4519500 1,,, 5(5.02) | 0 AM-T15
micturition . ppa golex.i%) | 8(8.25) | 3(31%) | 10
i AM 715 £8(88.0 ) |  6(6.0%) 6 .6.0%) - PPA 't
Efficacy on pyuria - - i _— - .
.ooprrp A7) .37, 7 (1.2%) | 9
o oaokva me | oo 1oraen w
| AMTI5 80 (80.0" ) | Overall effectiveness rate
[ ]
PPA 66 65.0%)
S — . AM-715 997100 (99.0%
AM 715 19 (19.0° ) |
| PPA 26 (26.8".) |
: l AM-715 1(1.0%) | PPA  92/97 (94.8%)
POOT T T T T - T T
lI PPA 5(5.27) !

Cl. : Cleared

De. : Decreased

Un. : Unchanged
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»12(P<0.03) 4%, ML EMPEBRIBPRTILH
BN AR EIBDORE o,

UTI ¥5pMER TR L HRMN, RRS X U
MERCHET5RRY—#E LT Table 12 iR L1,

8. MEFMRN

BRECHT 2 MEEN2RY Table 13 i< WMAic
Flie AM-715 B3 GNR 89 #, GPC 19 k3t 108
B 234> M X h, PPA B GNR 86 Bk, GPC 24 gkit
110 #0350 ME X h too AM-715 B3 108 Btk E. coli
0 2Bk ER< 106 BrAM& L, PPA BfiX 110 £+ 100
BAMEL, HEARIZLRLHh 98.1%, 90.9% TH-
2o GNR T2 WHAR Y25 & AM-715 X 89
¥ 87 ¥k 97.8%, PPA PHiX 86 ¥k o2 83 #k 96.5%
LHERMCAEEERRID bR o1, LML GPC i@
DWThB &, AM-T15 B3 19 # & 19 ¥k 100% 4
LLTWBORRA L, PPA BT 24 & 17 # 70.8
% OWPEKET AM-715 B PPA Bt o L ~NAEICHE
> T (P<0.02),
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T/ Kbz 5 R 1 Kl 0 MIC(10° cells/
ml) & AIRFRIRR £ OBIF%L Table 14 2R L7, A
% AM-715 MACHE#E L 12 2 ¥Rk E. coli -C, 2D MIC
1 1HRIR <0.05 ug/ml ©h b, {14k 0.2 ug/ml
Th 1o PPA TECIXTEMEL /2 10 Bkix E. coli 2 ¥k
(MIC % 1.56 ug/ml & A8 14h), S marcescens 1
BR(MIC % 100 ug/ml), S.epidermidis 6 Fk(MIC (%
100 ug/ml 8#k& >100 pg/ml 2/, T 1HL X
S. faecalis 1 #k(MIC ¥ >100 ug/ml) Th -1,

AM-T715 Bfis X U° PPA Moo Jy3R#IHBL4 % Table
15 1ok Ltce AM-715 Bfi2 10 $U(10%) & 12 #kHIH
L, PPA Thiz 12 #1 (12-4%) = 14 #E B LA,
R EEEIBD ORI, 2T,

9. FHREOCHE X HEKHE

THREDHIEIC X DK RY Table 16 1273 L1,
AM-715 B2 %% 76 B (76.0%), H% 17 #l (17.0
%), RRHEYTH (7.0%) TH-to PPA BHIERD
61 Bl (62.9%), H% 27 Bl (27.8%), ¥ HR8H

Table 13 Bacteriological response

Organism Drug sbz:.aiﬁg Eradicated |Persisted St:r:ias];isciasl
E. coli AM-T15 | 69 67 2 |pe=1.000 N.S
) PPA 69 67 2 T -
P.mirabilis AM-715 4 4
PPA 5 5
Klebsiella AM-715 6 8
PPA 3 3
. AM-715
P.aeruginosa
PPA 1 1
GNR [~
AM-715
S.marcescens
PPA 1 1
Enterobacler AM 715 5 5
PPA 3 3
Other GNR AM-T15 5 3
| PPA 4 4
‘N -
Sub total AM-715 8 8 2 P.=0.678 N.S.
PPA 86 83 | 3
. . AM-715 18 18 | Po=0.001""
S. epid d ‘ .
epidermidis PPA 12 6 6 AM> PPA
S. faccalis AM-715
PPA 7 6 1
GpC AM-715 1 1
Other GPC
PPA 5 5
AM-T715 19 19 Po=-0.012*
Sub total 0=V,
PPA 24 17 7 AM>PPA
AM-715 | 108 106 2 Po=0.033*
Total 0=g.
PPA | 110 100 10 AM>PPA
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Table 15 Strains appeared after treatment

Organism AM-715 PPA Total Statistical analysis
S. aureus 3 3 | pe 0224 NS
S. epidermidis 1 3 4‘ l’u 76:598- HN.S.
Staphylococcus sp. 1 - l AI;;;¥0.461 N.S.
a-Streptococcus 1 1 Po -—0.46.1— ’ N.S
S. faecalis 2 5 7 ‘ T’:=0.391 - N.S.
v-Streptococcus 1 I 1 -ri’ow 0.461 ) ”f_\'k.S‘
Streptococcus sp. 1 2 3-”“ VITn :-:-1.000 MN.S.
Micrococcus 1 1 Po  0.461 ' N.S.
GPR 1 1 Po =0.461 N.g._—
Pseudomonas sp. 1 i 1 Po=0.461  N.S.
Acinetobacter ! 2 2 Po=0.203 N.S.
Lactobacillus 1 1 Po=1.000 N.S.
Total 12 14 26 / :
Cases .
“appeared” Total No.| 107100 1297 | 22197 } ;“ :g:zzz N.S.

_ of cases

Table 16 Global judgement evaluated by the attending physicians

Drug l\i:;:: Excellent | Moderate | Fair Poor Sa;a;]iysslii:al
(76760 1 7170 ) "Ex." x:;-—-i.mzv
) .0%, 17.0%, 7 0 Pu=:0.065 AM>PPA
AM-T15| 100 — (7.0%) “Ex.+Mod.”
93(93.0%) Po=0.609 N.S.
61 27
, ) Zo=1.9222*
PPA o7 (62.97,) | (27.8%) (8820‘) a 3%) Po—0 054
88(90.87%) : ‘ AM>PPA

(8.2%), E#H1H] (1.0%) Th-1o ERHEEHEE
®EHER €1t AM-715 & 93.0%, PPA B¥ 90.8%
Thoto, MERTIE AM-715 A PPA BHiC HXT
ErEERED ORI, BHRTLAKTH 70

10. EIfem

BEINEIER o\ Tk Table 17 &R L,
AM-T15 243 115 flsh5 01 (4.3%) &, B MARRE
O, BL @, &R, LETE+TR+EZ (D B
JURHNR (1) @D Hhi, PPA Fi 111 #iF 3
fl 2.7%) &, THQ, BL Q) F XUHEEZE (1D
HED bty AM-T15 B0 16 (BBARE) 8
ErHE LSS o nEy i LiciEM e, %
REFELBIE LIERIZ LAD e otce WTFhDER
DRT LIERIER MK Lic, BIFROREEE, HE
Bl C AR REIRD bhich T,

BIRREM, WENRICRE L ER, AM-715

B% 10 fl % XU PPA $¥7 4] T RBC, Hb, Ht, WBC,
s-GOT, s-GPT, Al-P, BUN, s-Creatinine {Z 2\ TH
Lt KL, Al-P iz Tit AM-715 B8 4,
PPA E5flicnhfihebht, & h HCEEREBEELEE
#l& DBR%E Table 13 (= ;R L o', PPA B0 16
¥\ T WBC @ E4 (7,300—3,800) % 2%, EHL
DBAFEMNH I LA EHE IR T WS,

11 H R

R Y UOREU YR LTEREN T - BH
P3EEi% Table 19 iR Lico, AM-715 Bid “#5/2” 89
#1 (89.0%), “YHbbEbuxisv” 11 4l (11.0%) T
Hotohy, PPA BEL “HR” 8361 (85.6%), “EHbH
Ebuvgin” 11 8 (11.8%), “TwR” 36 (3-1%)
THh-1To

ERECHCTABRCERZRRDOhh 1,

12.  JE R
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Table 17 Incidence of side effect

No. of side effect Relation to the drug
Type of side effect Drug Se:erity of ¥ Probably| pyafiiea_
symptoms Total !’ |Definite [Probable| Possible robably Defn]mte
| |+ not y not
Stomach discomfort AM-715 1 1(0.97% 1
Diarrhea PPA 1 1(0.97, 1 !
PPA 1 1(0.97,° 1
Nausea _
AM-715 1 1(0.97, 1
Constipation AM-715 1 1(0.97,) 1
Facial eruption AM-715 1 1(0.97,) 1 : “
Facial edema PPA 1 1(0.97, 1
Insomnia AM-715 1 100.9%1 1
Anorexia AM-715 1 1(0.97,) 1
Tachycardia AM-715 1 100.97, 1
1 5 1 5
AM-715 1 6 7 — T
Total No. 7
of side
Total No. of effect ' 1 ’ 2 |
cases evaluated PPA 3 3
226 cases 3
Total No. | AM-715 5/115(4.3%) 2 5/115(4.37,)% 0/115%
of cases
with side PPA 3/111(2.7%) 3/111(2.7%) 0/115
effect
No. of cases with side effects
1) ° Ses w1 IS % 100 Onset isti
Total No. of cases Drug of side S;i:lstslic-:l
) Total No. of incidencies % 100 effects Y
Totol No. of cases evaluated AM-715 4.3% Po=0.722
3) -H: Discontinded due to side effect PPA 9 707 N.S.
4+ Treatment for side effect was necessary, but continued e

+  Treatment for side effect was not necessary, and continued

HEOBEREFCHETAMIA LT End, BIK
I EREE DOV O00ETFIZOWTER L TR AR
KR EBRE Lico

D BHREORE LR AmKRHE

BEMORFBORE (i H +) FIOKREHEKL
R4 Table 20 12 7% L1z, AM-715 Bt C Sy EaTHERRS
D DIEF 19 FITILERD 17 61 (89.5%), Hxh2 Bl
(10.5%) LHZEK 100% TH-1=Diz % L, PPA B
26 BT &%) 22 ) (84.6%), BRI 36 (11.5%),
&S 16 (38.8%) THHEK 96.2% T b1 KR
BIERIHEIRA (s +) OREFICR LT b FRER O Hi ik
HaTleooh, ERBORE (4 +) oBlTiit
hERDOREERGRCEEEZIDDbRIL) -,

2) RRORBE LBSHEKRDR

BEAMOPIROBE (i H, +) DR AR IR AR

%% Table 21 1Z/R L1, RIRDERE (+) DEFIT,
AM-T715 Bk 19 BihEER) 17 61, Axh26) <K %HEK
100% TdH-teoiext L, PPA $f 21 I TIL ¥ %) 13
B, BRH5 6, EHIFIT, HHEL 8.7% THY,
AM-715 ##H PPA Paclb~XEBEIC # v (P<0.04),
MOERHRTE AM-T15 FERMEA B LR LT,

Lo LEBIROREEE (i, H) DREGITIXmEH OB
KRARCEEEZIZRDORIS) -1,

3) Bgh - AR OBAEKZE

AM-715 BT BRRY: 94 B, B & &Y 66, PPA
FEIEMRY 86 I, BARY: 11 SIThHY, MEHO
DTRCAR D 237shs - 7o (Table 5),

Bl - BRERRPAOREHKGR % B LRy
Table 22 WiR Lz, BUMURS T, AM-715 BT E%)
76 f (80.8%), H% 17 i (18.1%), EZ 161 (1.1
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Table 18 Changes in laboratory Lest results
Total Deterimtuted (Relation to the du_'jf’,)__ﬁﬂﬁﬁ o
Items Drug | No. of . . Prolub | Definit- Unchanged| Improved
cases | Definite | Probable | Possible [Sub total ly not ely not Subtotal
apc |AMTS) 10 | 10
PPA 7 R P : 7
Hb AM-715] 10 10
PPA 7 N L 7
i Ht AM-715| 10 10
PPA 7 N ) 7
WBC AM-715] 10 4 6
PPA| 7 . 1 1 1 6
S-GOT AM-715] 10 Y 1
PPA 7 _ o o e 7 o
S-GPT AM-715| 10 9 1
. PPA 7 7
ALl-P AM-715 8 8
PPA 5 5 |
BUN AM-715] 10 10
PPA 7 A
s-c AM-715) 10 10
> |lprPA| 7 7 .
No. of cases
w,-,hddr,;,io_ AM-715 0 0 /
rated laboratory ~
test results PPA 1 0 P _—
Table 19 Evaluation of utility
Drug ]::l:;:: Satisfied Unknown | Dissatisfied| Statistical analysis
“Satis.”
89 11 3
- , =0.2597
AM-TIS | 1001 (g9 095) | (11.0%) 0 %o Po=0.610 N.S.
83 11 3 Z0o=10.7904
PPA | 97 | (g5.67,) | (11.3%) | (3.1%) Po=0.420 N.S.

% THEHEK 98.9% Th-teDit it L, PPA Fit
2% 57 41 (66.3%), H% 24 H (27.9%). £ 56
(5.8%) THEHRIL 94.2% Th - 1o MEERITIZ AM-
715 B4 PPA B H~NAEBCE D (P<0.03), EHHR
Th AM-715 B2 E > T\ 7o (P<0.05), BARRT
BEBLIPEATH Y 2PAFDULTH > 7

13 75 A RERRIE T 5 PF{

GPC #»RBXx#E LT 5 f£4 AM-715 ¥ 15 #l, PPA
o140 (EERY 13 4, BARRI1M) 2RV,
Vhws GNR »RAE LT 2556 AM-715 £ 85 4,
PPA % 83 B3t 168 Mz oW CHBRIDBKSEY I
E8E L,

D ¥RETF

B BARQOEA, ARER BROBEKED
EREFORGERERHMBH LR, FRMOHTH

T PPA i 16~29 RO EFEN %L, AM-T15 B
50~59 BOEEMEN S VEEN A D bhiwT&k
2o tc (Table 23),

2) HREBERHR

Table 24 iz5R L1z X 512 GNR §E #l CTi¥, AM-715
PEXER) 67 B (78.8%), B 17 Bl (20.0%), &%
14 (1.2%), PPA B 1% %h 61 Bl (73.5%), H%
20 B (24.1%), E%H2H] (2.4%) T, MHECHE
EZIXBD LRI -1,

3) HEERCHTIHR

Table 25 25k L1 X iz, AM-715 BHiziE4k 81 6l
(95.3%), BR4Hl (4.7%), PPABEILH & 75 f
(90.4%), B84 (9.6%) LTRH{LHNER L E
THAERNCEEZIRDbhich o1,

4) BRCATIHE
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Table 20 Influence of grade of pain on urination before treatment
Grade Drug I‘i:‘m‘;f Excellent Moderate Poor Statisticsl anslysis
s |8 17 2 | 0 |'Ex" P=1.000 NS,
N5 | (19.0%) | (89.5%) | (10.5%) Fx. + Mod.” Po=1.000 N.S,
R - e :
26 22 3 1 Zao= 0,5065
PPA | gepn) | (86.62) | (11.5%) | (3.8%) |Po-0612 NS
53 42 10 1 “Ex.” x5 1.9809 Po=0.159 NS
Pain on AM TS | 63000y | (19.29%) | (18.9%) | (1.9%) | Ex”iMod™ Pe=1.000 NS.
0 | e RS B
urination . 45 29 15 1 i 71,5971
PPA | (g | (66.47%) | (33.3%) | (2.27) |Pe=0.110  N.S.
- 2 21 7 0 | Ex" Py 029N,
AMTIS | (9809 | (75.0%) | (25.0%) “Fx. 4 Mod.” Pu=0,104 N.S.
) s aran - —
. 26 15 8 3 Zo=1.5403
PeA (26870 | (57.77) | (30.87,) | (11.5%) [ 0.123 NS,
Table 21 Influence of grade of pyuria before treatment
Grade Drug No. of Excellent Moderate Poor Statistical analysis
cases
AM 715 45 34 1 0 | Ex. xi=0.6849 Py=0.407NS.
(45.075) (75.6%,) (24.47.) t "Ex.+Mod.” Po=1.000 N.S.
§~H;
PPA 40 26 u 0 | Zo=1.0597
(41.27,) (65.07, 35.07.) ‘ Po=0.289 N.S.
AM 715 3 2 6 1 "Ex” Pe=0.586 N.S.
(36.07) (80.67) (16.7" ) ( 2.8%,5 | Ex.+Mod.” Pos=0.619 N.S.
Pyuria -+ -
PPA 36 27 7 ; 2 Zo=1.3106
} (37.1%) | (75.0%, | (19.4°.. | (5.6% |Po=0.19 N.S.
AM-715 19 17 2 0 “EK._ P0=0.069* AM>PPA
) (19.07%) (89.575) (10.57.¢ | “Ex.+Mod.” Po=0.232 N.S.
T -
ppa | 2 13 5 3 2.=2.0757°
(21.67,) | (61.9%) | 723.8”. | (14.3%)) ' P.=0.037 AM>PPA
Table 22 Overall clinical cfficacy classified by type or of infection
Infection Drug I\l:'seosf Excellent Moderate Poor Statistical analysis
_ 76 17 1 “Ex.” x2=4.2165" Po=0.040
. AM-715 54 (80.8%) | (18.19) | (1.1%) | AM>PPA
Monomicrobial “Ex. 4 Mod.” Po=0.105 N.S.
infection 57 2 5 . - g
Zo=2.3181" Po=0.020
PPA 8 (66.3%) | (2.9) | (5.8%) | CamSpra
_ 4 2 0
AM-TIS 6 (66.7%) | (33.3%) “Ex.” Po=0.584 N.S.
Polymicrobial “Ex.+Mod.” Po=1.000 N.S.
infection PPA n 9 2 0
) 0 Zo=0.6827
(81.8%) | (18.2%) Po=0.494 N.S.

Table 26 /R L7 & 5 iz, AM-715 BHIIEHE{L 74 681 (7.2%) Th-1o MBECHEELZEHOIE
51(87.1%), HE6H(7.0%), ~ES5H(.9%), PPA ot
FHIEFE L 69 B (83.1%), HhESH (9.6%), TE 5) MERICHTHEHE
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Table 23 Background characteristics (GNR)

Characteristics AM-715| PPA Statistical nnalysis
s Male 0 0
* Female 85 83 B
16 ~ 29 15 29
30 ~ 39 21 13 20 =1.7067"
Age 40 -~ 49 16 16 Ps 0:087
50 ~ 59 20 13
60 ~ 69 ) 13 e 12 o
In-out In-patients 0 0
patients Qut-patients 85 83 |
Type of Monomicrobial 79 73 2 07032 N.S
infection Polymicrobial 6 0 |*7 B
A 2 22 Z0=0.4076
+- 41 41
Pollakisuria " 19 16 N.S.
Po=0.683
- 4 4 o
i A 16 u Zo=1.1922
Pain on + 46 39 N.S
micturition Po=0.233 o
+ 23 20 o
0 36
' t ;9 0 |71 g
Fyuria Pe 0.1338
+ 16 27 o o

Table 24 Overall clinical efficacy evaluated by the committee (GNR)

Drug .\c':;eosf Excellent Moderate Poor Statistical analysis
67 17 “PEx.';) 575?2:0'39651\1 s
} (78.8%) | (20.0%) 1 0=0.
AM-715 8 (1.2%3) | “Ex.+Mod."
84(98.8%) Po=0.618 N.S.
61 20
(73.5%) | (24.1%) 2 Z0=0.8342
PPA 83 (2.4%) Po=0.404 N.S.
81(97.6%)
Table 25 Evaluation of efficacy on symptom (GNR)
Dru No. of R . L .
g cases esolved Improved Persisted Statistical analysis
81’ 40 “Res.”
AM-715 85 (95.3%) (4.7%) 0 F}gzo_g“ _N.S.
es.+ Imp.
85 (100%) Py =1.000 N.S.
(9075” ) |« % )
PPA .4% 9.6% Zo=1.2339
83 0  1P,=0.217 NS.
83 (100%)

|- Table 27 wiR L1c & 51z, AM-715 B X pad b 77
Bl (90.6%), B 181 (1.2%), &R 68 (7.0%),

TEL1H (1.2%), PPA Bxka#it 71 61 (85.5%),

RAy26l 2.4%), #ER RGN (10.8%),
1-2%)Th -1, MBRHCEEZIRD ORI, -1

6) THREDHERT X BEKZFE

RE1H
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Table 26 Evaluation of efficacy on pyuria (GNR)

No.
Drug c:seosf Cleared Decreased | Unchanged | Statistical analysis
74 6 “CL”  x%=0.2481
_ (87.1%) (7.0%) 5 Po=0.618 N.S.
AM-715 85 (5.92) | “CL+De."
80(94.1%) Po=0.764 N.S.
69 8 6
PPA 83 (83.1%) (9.6%) (7.29) | Zo=0.6976
= Po=10.485 N.S.
77(92.8%)

Table 27 Evaluation of efficacy on bacteriuria (GNR)

Drug I::.seosf Eliminated Decreased| Replaced |Unchanged| Statistical analysis
77 1 “Elim.”
_ (90.6%) | ( 1.27) 6 1 Po=0.348 N.S.
e (7.0%) | (1.2%) | Elim.+De.
78(91.8%) Po=0.452 N.S.
71 2
(85.5%) | (2.4%) 9 1 Z0=0.9826
PPA 8 (10.8%) | (1.2%) |P0o=0.325 N.S.
73(87.9%)

Table 28 Global judgement evaluated by the attending physicians (GNR)

Drug Ijg'seosf Excellent | Moderate Fair Poor Statistical analysis
64 15 "Ex.” x2=0.6142
AM’715 85 (753%) (1760(5) 6 0 P0:0.433 N.S.
(7.1%) “Ex.+Mod."
79(92.9%) Po=0.999 N.S.
57 20
(68.77%) (24.17;) 5 1 Zo=0.8925
PP 3 ,
A B (6.075) | (1.2%) | Po=0.372 N.S.
77(92.8%)
Table 29 Evaluation of utility (GNR)
No. of e ' . e A .
Drug cases Satisfied Unknown Dissatisfied Statistical analysis
74 11 0 “Satis.”
AMTIS |85 | (719 | (12.9%) Po=1.000 N.S.
73 8 2 Z0=0.1106
PPA 81 (88.0%) | (9.67%) (2.47)) | Po=0.911 N.S.
Table 28 iR L7z X 51, AM-715 B3 %) 64 4l Table 29 iZ/R L&k b, AM-T15 $ i “HER” 74

(75.3%), BR 1561 (17.6%), LB 661 (7.1%) 1 B87.1%), “Ebb L by xinun” 11 fl (12.9%),

Thh, PPA B2 E % 57 Bl (68.7%), H%h 20 Bl PPA FHZ “W5R” 73 ] (88.0%), “FHbbri ki

(24.1%), ®°E 56 (6-0%), EZ16] (1.2%) W8 H (9.-6%), “ANiliR” 261 (2.4%) Th - 1,

Tholco MERBCEREZIRDDRILH -1, FRAECSOTOWHHEMCEEZIRD bIILh 7o,
7 FRk
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PEARIHR TS, ARIAEA L LT Nalidixic
acid(NA)®, Piromidic acid(PA)*19, 3 X ¢ Pipemi-
dic acid(PPAY'V1® pig b, HIRMRFDO L D L LT
Miloxacin(MLX)!%:1% §s X U* Cinoxacin(CINX)18.1®
naFohb, AM-715 ORFAMERT 51213, Y&
ChHRARER & OLBD RicictccF e bionT
HhHdo

AM-715 OHET, BINL BRk, A, R B XU
FORBKZHE (open trial) o\ T2 28 [@H &1L
FEELLRE, FES K29 AN /ED THM
ERHIATVED, S CEDOBEBEYRND &L,
RMBRIEIC 317 2 ERE UKL B av & L,
Ao RRER LR LA OEROMR ST 8T
%o

AM-715 DEERS MBI T3 in vitro OHE AR
7741k, AREAICHNTIRL, % 7, P.aerugi-
nosa ¥ BT 7 7 ARHEHRE (GNR) i+ 35E
b T, Lo Ui hl s P cepacia, P.malto-
philia, Alcaligenes =t LTix MLX X h 4%
EIRTW B, 7, NAMEE GM it iBEc
bHEBEEERRT N, KHIL in vitro DR T MIC
& MBC fHOEMPI S BENNE G & X h, EEH
Bz MIC oFEBL vt h Tuv 5 (Fig 3,
4)!,1)0

FHAEOREIC L HVHEE»rLRINEH, & FTD
BEfmPRE L 100mg # &5 T 0.47 vg/ml(REH 1
FEE&) T mPFEEH4RETH D, BnERIC
BB, B X OB~ OEXFOSFHIIE &
ShTWw3D, v bEkiT?d AM-715 © RREREKIT
0% FiRDEIhT V58, FELHET 5 & AM-
715 ORFENREIL CINX 2 PPA L hP LIELA,
NA,PA 5 X0 MLX X hixBiGnKEETSH 5801,

HE, &FDL SNEIFARKNE, ATl vE
ABEBLE, REBPECHTIERYLERERE
BUHBTHI LD TED, BE, FRARCEL BT
fehhi-—BERARO & Tk, AM-715 01 B#
E& 200~800 mg TN BIMPEBENA 469 Bl LT
96.2% DEBHEINZHLH, THHDEMD 5 UTI
EDFMAERICFE TS 421 BIT 98.6%, X HiT 421
fld 1 B & 300 mg 4> 3 HIEH 290 HIT 97.9% D A
Brg&aniy,

HEDR S > AM-715 2 &k BB RSt L,
EOHEH G LI BER DR RIEL T D LEx,
LOBRYEBCERT 5 odic, —EEREC XS
PPA LMY 1T 70 - 1o

FRARDOHTRMMNCIT BRI OB BRI 05
B, ER NI T PPA [T 7 4 16~29 /0t %
<y AM-T15 RHT 50~53 Jbt % gL ideh © 4 s
(P<0.07) A%, &bk UShliPEIII % 4) 3= B g 26700 LR
ORI e Wb D L E kb, FOMROWREA
FIETIFITMN (T8l D2 2 L hishate
(Table 5,6, Fig.3,4), LA LACKi¥ o KHL ) D 43 i
T, S faecalis 7 PPA [tic7 6, AM-715 [7i= 0%
EHEIC PPA Itz o120y, TH 6 BN RE 2 h
Tk D, EORYIG L G e bDe#2 0
ht: (Table 7),

SOTRIRRIF L, AM-715 P¥ X {1 &) % 99.0% o4f
L, PPA Bt 94.8% T, AM-715 [} (i BB »Tho
7z (Table 8), = AM-715 HDHHRILHHRD 4
it UTI EMFAENDO H R K 98.6%, HIVED
5%0 1 B 300 mg WIEFD 97.9% & & ¥ DR
T, BHEMRRCHTIEROEDE YRR Ll D
Evr X,

FRAETYERT L b —RIC L TE 2V Th
550, fLOFRERO D EMEBEX LK T2ES
RitthZh CINX 5% 94.9%'9, MLX »: 88.1%'9,
PA %3 93.2%9Thh, ChoEAOEHRELE LA
EEXRFLRFL EOBMKTH - 1,

HERISC N T 5 RR TiE, AM-715 B0 K4 PPA B
HENBAFHEFDERD Stz (Table 9) A%, IBRwk3
SHRTCIEHLEEDHERN AM-715 FET 94.0
%, PPA J¥T 92.7% LWEKIBEI-HGEELIADS
figh ot (Table 10), MBERICA T2 % F 12 AM-
715 Bp' PPA BRI HE~NAECEA Ty o (Table 11),
CHRFAEFDHENOELX R LK THS L B
hts (Fig 3,4), BXARBO HBHE L AM-715 ¥ ©
761(7.0%), PPA BT 10 ) (10.3%) &MBMEcH
BERIBADORh -1,

MEENPROETIE, NHELEEL LTHIBEED
AM-715 BEDOEIEAEIL 98.1% T, PPA o Zhuz
90.9% THh -1 (Table13), 7 5 AR It HEEE
FH%RIE GNR TRIHEABFMOEE LR £ 11
BRI h o tce Lo L GPCIizxi4 5 @i Rit AM-
715 ¥ 100%, PPA Bf 70.8% LiGRfflic EEMNE
Hhht, Zhit AM-715 2% S aureus(MIC=0.78
pug/ml) =2 S epidermidis (MIC=0.39 pg/ml) /¢ &
GPC i ¥ THEBHENLEN > TV B T ERX BT A K
T, BRE S epidermidis [=xt35 AM-715 BEOBH
MHERKIZ 100%(18/18) TH-t-Dic® L, PPA T
1250%(6/12) L{ERT#H - 7= (Table 13),

%%, GNR kit BEFIFHO BEIMFECIzE
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ZEDLNTIh T, P.aeruginosa X2 S. marcescens
L AM-T15 TR DBEI R e o folke®d, Thb
DHEBICHTHIARFDOFIEXY o CiRTAZ LIXTE
WA, R L X 512 in vitro TIXfbd 7 5 etk
BECHT2 SRRV ITEERA B RZ D b h Tw
B,

BB HBIE L AM-T15 BT 10%, PPA T 12.4
% BdbRH, FOK¥ 1L GPC T H-t (Table
15)o AM-715 BECHERE Lok 1L E.coli 2BfD X TH
o7eh, PPA BETIE 10 BEOVEREL, D 5B 64T
GPC Th-to ThHDFEML PPA o GPC iwit
% in vitro DPEEELRFICHNTEH S & L2 KK
CRBERIchDEEZ bR, EREOHEIC X 5
KEhEcit, AM-715 BE2% PPA BT lb~EAH AR
BHhht, chit UTI Eehaplisiec d &3 LaE
RERDOFER L IE—FTHHETH - 7o

AHFIDOBIWERIZ D\ T ix, 75BEVAS open trial D
a2 EET L, 2,062 FiF 78 F (3.8%), FIBUFH
CTnE 97 7% ZRDILEREL TS, &
IO EEEFIC W TTULRREERL 30 AfikTH
b, EIERDOKES (61.9%) 1 XMALIREER 60 4 2.9%
ThHolc, TOHFULE AL 18 #, BL 12 {4,
AR 10 #, THI8 ML ET, D5 gl L
TR 14 #F 28% TH o 1oo FHERERIT 18 4 0.9
% T, TOWFRIIF /Y v AL EVEERER O R
BIfFHE LTODEWD 12 fEXERDDOT, £05bH
AP EEER BRI LTWB, 7 UAF—ER, KB7
HzEd bR, 58 THRERDEIRTWSD, UED
BIfFROREATIEET, BERTHRBFZEL TS L1
Wz, EEITNRELDOLEEL TS, MOARIERID
% open trial \CKIFTHRIEAOLELEH Y 25 L, CI
NX 1% 947 fisp 33 #i 3.5%'®, PPA i 1,240 @
85 il 6.9%'9, MLX i 912 ffish 66 4 7.2%'9, PA
1141 Fih 14 1 9.9%9TH Y, hb & LT
o AM-715 o LEE kT 5 BIFFAREHEE
BRRER TV EEZ bhic, AFIOBRKREMED R
WOV TEBEDLAE, BRENMT cb h 1EFD 5
%, GOT,GPT H» 5%\ % Al-P LREHIT 24 6 2.6%,
I EFERERHY % 3 6, HMFREA 1461, BUN LR 14
EREL TV 5, BKREBICOWTORREARE O
BIREHEAIBUCEL B B b — B T E Ao d D
D, BRIRERIR ek o fe S T SE 0 Mg
KR T IR AM-715 © gl fF Bz 115 Fld 5 6
4.3%, FBHEBTHETH 6.1% ThH-1o, BKK
EECOWTUIR R BN BMER S T, 2> 2FFH
BOFTHD 2 L LERFEME THERRE fTobhic

LD, BREMD R X FHET 5 DTN Lt
ZTIgWAS, JISE Lz i Tl A mERm A %> PPA B
D1BICEDICDRTH » o ARBROBIRIILI B
MEEHMThD DT, ZORED R TAFID LM
COWCERTIDILEITH D, Lo LETRDEIER
B3 2 £ EEFT OBUK I D O SO H AR T
AFEIDO1BHFHEN PPA D 125 B ThorT &, Fto
FAARBACENTHEVCHETSHS 2 Enb L, £ltic
REMEORCER LTS e,

BIfF AR YR LB HBE I X 5 H BT AM-715
FELIE 89.0%, PPA BEZER 85.6% LMEtRIcH
BEARDOIIh - 1, BROBERAERD Y
BELick o n, BIR(+) OfEFT AM-715 B2 PPA
FRCHAERCE > T 7225 BIR (D, () DiEs
TIHFRICEREZIED bhish -1,

PPA 12 GNR ZEKHET5 UTL c S h B
FThHoewie, ThrBAEETHEND LY LR E
L, WMERE (AM-715 B¥ 85 6, PPA $f 83 i) o 3
Byw UG Lico TORE, PR, IBR, #MEFc
NI LEE LOREGBERDED Fhieks\ T h i
HOBEBEEIED ORI - 12,

R, SHEMMBNRACH T ARORER, &
FERIFR O Z Yz O THREZ Iz 7o\ AM-715 100
mg RAIGD & Mot 3 B by i B 3 R 3
B 1R, FOWEE (X 0.47 ug/ml, firRPRERIT
# 4 e, IRIE 6~8 MRS 4 0 IRPIEFIYLEE L 35 ng/
ml, JRIEE 8 Kl & TOIRPEURIX 40% B4 TH
%o FFIO MR EIMANT IR Y, TRER YR
X LT AEAIO MAFRE X » RPBEYS ZOHEFLE
Ky el B ZhTwa8900, AFIRA 6
~8 B D [RPEEDOBEY H, A#iX 16 100 mg,
1 B 300 mg DHEIFTEMBEIMERN LN L £ 72
BEDEDIETED & LR I N —RERRRER
DRI T 5 EEEF DB LOSE O i
Brb L EOZYUMNERI N L2 B, BEME
DL, AHERBRTIIE L UTRK O KL% JHE 3
LI ERBRELT, 3HBHBELfTR -, HED
BERCECTREEEHL S VBRI EXERLT
B ERSNET D THS I,

LA EDRREIEL 5 2 &, AM-715 (321 BAik DL 2
DIRFIE L LTPPA L ACER TH b, BIfEA
PPA LRFwDIs{ RERERIEEZ bR,

X ik

1) % 28 BARLCEREELBS, FE v HDY
AT, AM-715, 1980, B3

2) EM W Wb 4, BEZED, SFRAX, A
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5)

6)
n

8

9

10)

1D

X WRBBERcET S AM-T715 o Xl &
BEK, Chemotherapy 29(S-4) : 546~565, 1981
ARER, WMAEXRUTI Freari®) : UTI(R
BRI E) MRYAT (i 2 M, Chemotherapy 28 :
321~341, 1980

ABHER, b (15 KBRS IUBRERR :( ZEX
#¥ic X » Pipemidic acid & Piromidic acid
DEMTRRBREREIL X T 5 LEBKKK.
Jap. J. Antibiotics XXIX-2: 167~177, 1976
REiRE—, 3R X ORI MMA) : SM: Mt
HEBE S % Pipemidic acid(PPA) oy R
—_HERLEBEKR— HHER 38: 112~
134, 1976

Dolcol® wiffsc# (KB&NK KK)
BARLFEREFS  B/ORHHE L RE (MIC) B
EEo, Chemotherapy 23 :1~2, 1975
WOKEAR, RE&K RWED, BHZBE, M
iERE, LB, BH & : Nalidixic acid
DEWHI e & U 12 B K 89 BF %o Chemotherapy
12 : 384~389, 1964

%18 MAKRMERE¥LTEAXRTHBRE, FiX
v v KR Y &, Piromidic acid, 1970, @5
AR, K =, =ZH®HREB, STHAX: ¥R
BHERKIC 3 F 5 Piromidic acid o &,
Chemotherapy 19 : 625~630, 1971

% 23 BAKLEFREFERES, FEHELH
4, Pipemidic acid, 1975, 7=

12)

13)

14)
15)

16)

17)

18)

19

SHRB, RS, R BIR BRHRK
¥} % Pipemidic acid o ¥i# & Ko Chemo-
therapy 23 : 3082~3102, 1975

AEE L WAKD, FRSML ZIRE, i
PR WIRBBRURic R T 5 AB-206 o @k
BFKo Chemotherapy 26(S-4) : 192~208, 1978
85 24 Wl AMEEROL RSN A K LR, HiK
vy Row ag AB-206, 1977, #LiK

26 [H AR THOLFERUN A LIIE2, K
v v Yy u, Cinoxacin, 1979, HIR
RE®-, U H, WIIK—, SFHBECK B
BR : WIRSBHARK I 311 5 Cinoxacin o # g
L BB IRo Chemotherapy 28(S-4) : 272~289,
1980

tE & E B, =R & HERA, BH
B, MEA/R—F, WEAET, BBEE, XK
%% : AM-715, Chemotherapy 29 : 95~103, 1981
KvrasTersky, J.; D.Daneau, G.Swings & D.
WeEeRrTs : Antibacterial activity in serum and
urine as a therapeutic guide in bacterial in-
fections. J.Infect. Dis. 129 : 187~193, 1974
Stamey, T.A.; W. R. Fair, M. M. Timorny,
M. A. MiLLar, G.Minara & Y.C.Lowery:
Serum versus urinary antimicrobial concent-
rations in cure of urinary tract infections.
N. Engl. J. Med. 291 : 1159~1163, 1974
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A COMPARATIVE DOUBLE-BLIND STUDY OF NORFLOXACIN
(AM-715) AND PIPEMIDIC ACID IN THE
TREATMENT OF ACUTE SIMPLE CYSTITIS

Sapao Kamiono, Osamtt Tomioka, Koji Hikosaka
and Joj Isimcams
Department of Urology, Kobe University, School of Medicine

Tavao Nupima and You NicuiMura

Department of Urology, Faculty of Medicine, Uni-crsity of Tokyo

Tsunto Nisnivra and Tatsco Dot
Department of Urology, School of Medicine, Gifu University

Kvyoicut Kvropa and Mitsto Onkawa

Department of Urology, School of Medicine, Kanazawa University

Osamu YosHipa and Mieko Mivakawa
Department of Urology, Faculty of Medicine, Kyoto University

Hirovukr Onmort and Manasu Hiraxo
Department of Urology, Okayama University, School of Medicine

Suunro Mowmose and Serict NAKAMUTA
Department of Urology, Faculty of Medicine, Kyushu University

Kazte Ueno

Institute of Anaerobic Bacteriology, School of Medicine, Gifu University

Controller
Tsuneo Tanaka
Department of Health Administration, School of Health Sciences,
Faculty of Medicine, University of Tokyo

To evaluate the efficacy and safety of AM-715 for the treatment of acute simple cystitis, a double
blind clinical study comparing AM-715 with pipemidic acid (PPA) was carried out. Patients received
either 300 mg/day of AM-715 or 750 mg/day of PPA three times a day for 3days by oral route and
the following results were obtained.

1, Of the 241 patients (121 cases treated with AM-715 and 120 cases with PPA), clinical efficacies
were evaluated in 197 cases(AM-715 100 cases, PPA 97 cases) excepting 44 cases those excluded or drop-
ped out. Side effect was evaluated in 226 cases(AM-715 115 cases, PPA 111 cases). There was no signifi-
cant difference in the back-ground characteristics between the two treatment groups.

2) The overall clinical efficacy of trcatment was excellent in 80%, moderate in 19%, and the
effectiveness rate was 99% in the AM-715 group. It was excellent in 68%, moderate in 26.8%, and
the effectiveness rate was 94.8% in the PPA group. Significantly higher efficacy was obtained in
the AM-715 group (P<0.05). There was no significant difference in the effects on subjective symp-
toms and pyuria between the groups. Effect on bacteriuria was “Eliminated” in 91% of the cases in

the AM-715 group and in 79.4% of the cases in the PPA group, and a significant difference was
observed between the groups (P<0.03).
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3) Bacteriological response was “Eradicated” in 106 strains (98.1%) out of 108 strains (GNR 89,
GPC 19) in the AM-715 group and in 100 strains (90.8%) out of 110 strains (GNR 86, GPC 24) in
the PPA group. Significantly higher efficacy was obtained in the AM-715 group(P<0.02). But there
was no significant difference betwcen the groups with respect to the cradication rate of GNR.

4) The overall clinical efficacy on patients with GNR infections was ecvaluated in 85cases out of
the AM-715 group and 83 cases out of the PPA group, respectively. The efficacy was excellent in 78. 8
9, moderate in 20% in the AM-715 group, excellent in 73.5% and moderate in 24.1% in the PPA
group. There was no significant difference between the groups in the cffects on subjective symptoms
and pyuria and bacteriuria.

5) Evaluastion by the attending physician was excellent in 76%, cxcellent or good in 93.0% of the
cases in the AM-715 group, excellent in 62.9%, excellent or good in 90.8% of the cases in the PPA
group, and there was no significant difference between the groups. In the evaluation by the atten-
ding physician for the GNR cases, there was no significant differencc between the groups.

6) In the evaluation of usefulness, “Satisfied” rate was 89% in the AM-715 group and 85.6% in
the PPA group. There was no significant difference between the groups.

7) Side effects were observed in 5cases (4.3%) in the AM-715 group and in 3 cases (2.7%) in the
PPA group. Most of the side effects were slight gastrointestinal disorders. No abnormal change in
laboratory findings due to treatment with AM-715 or PPA was observed.

It is considered that the treatment in dose of 300 mg of AM-715 may be same or more effective
than the treatment in dose of 75)mg of PPA, safe and useful for patients with acute simple cystitis.



