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K& R~ THRERBYE, Thbofictt+ s AM-T150
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UBWRBRNAK TR LBE 1T L0 RE L,
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24, BERREAE, FHEREAE, KT, EERESL T
» of:o
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PITHY, BERSIBRRO 1EF S ERERE & EH T
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Table 1 Susceptibility of Serratia marcescens
to AM-715, PPA and NA
10° cells/ml (44 strains)
Drugs MIC (ug/ml)
0.39 0.78 156 3.13 625 125 25 50 100 >100
AM-715{ 3 3 5 3 3 16 10 i
PPA 1 3 11 2 1 3 8 15
NA 4 11 2 27
10°* cells/ml
MIC (ug/ml)
Drugs
0.39 078 156 3.13 625 125 25 5 100 >100
AM-715 6 3 5 6 11 3 10
PPA 3 11 3 0 1 8 18
NA 8 4 1 2 0 28
RERDOEBIZE VHEETE -7, HLIELDN 80%, TREWIKSF 1L 80 Ln5FD
- RThot (Tabled), i, BENERBBRIEICHT
S EARE UT EAFEEMR0 SBREREI B3 L,
1. $iWH 4th group (Lower UTI) iz T H4hEMR 509, Lo

Serratia marcescens 44 #% > AM-715, PPA, NA zx}
T3S % Table 1 iZ5RL, Fig. 1,222 %0
DL RREHRTERD L, AM-T715 0 MIC @ peak
2 108 cells/ml, 108 cells/ml BN ThoBS$ 12.5 ug
/mliz®% b, PPA, NA iz i LEEENIEBELR
L7, ¥7=, PPA, NA it Serratia marcescens \Z3%t
LTHRIFRFENEZFL, BbH MICEZRLE
B¥eb 50 pg/ml LSRR TH o,

Fig. 31X, GM 3 25 pug/ml LI ko MIC A% 53R
k22 it 5 AM-T1S OB AR RLELDTH
%, GM itk Serratia 22D 5 B, 158 (68.2%) »
GM Gt 50 gg/ml w5 MIC{E% 5L, 100 ug/ml X
romEMER RIS 6B bhnitH L, AM
=715 1% 0.39~50 pug/m! & ¢ D{EW MIC %R L7,
Lol o #kid, 6.25 pg/ml AT OENARET
REMBHELESHE,
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2R L, Mo SEEML TH 1 A 300mg, 3
BRIBECEH LW HIREERLYE,

B RERBYAE 1061 T 2R, BROERELD
ZniEsEE R b050%, MEROBRELD S VIR

IEEZ R LS, Stkic@hifii®RER Lk (Table
5) b, Hi#tity, BEHEADLERBBYECHT
IRAFHRIL 86T LSRR Cho1z,

i, BUEESIBREO 2EMICHLTY, BR BE
FEREVEBRALAED LHEESLE,
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R CiX, E. coli, Klebsiella, Serratia, GNB,
S. epidermidis \z %t L T ix & ¥k ic % %h, Enterobacter,
Citrobacter i3 L TR ERE h o 2 #th | BKiHD,
P. fluorescens @ 2 #kiznt LTI ES ¢, £4KLLTO
MR ESRIZ 80% Tdh o= (Table 6),
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AM-TIS BF L ¥ 7 Y w9 AKX VBROBAXT,
75 AREEE RN BN BT 3058 bTBER
R LT OEREHEH R+ L EDA TN Y §
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aeruginosa, Serratia marcescens ¥ §)% & LT, £L0
KA & 574 indole positive Proteus, Enterobacter
sp. 72 XI5 LT bW HEA R T ke R
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Table 2 Clinical summary of UTI cases treated with AM-715
No.| Age|_Dizgnosts Dosage |Pyuria¥  Organism* | Count* |Evaluation [Side effect
°| Sex [ Un derlying disease 14 y g n valuation |Side effec
49 | A.S.C. 100mgx3| | E coli 107
1 Excellent -
F — 3 days — _ —
20 | A.S.C. 100mgx3| M |E coli 10°
2 Excellent -
F — 3 days — _ _
35 | A.S.C. 100mgx 3| W | E coli 107
3 Excellent -
F _ 3 days - — -
A.S.C. K. pneumoniae 107
4 %:7 _ lgod’;‘§: 3 *f S, epidermidis 10| Excellent -
21| A.S.C. 100mgXx 3 # | E coli 10°
R) Excellent -
F - 3 days - — —
6l 72 C.C.C. 100mgx4| tt | P. fluorescens 10° Soor B
M |'Bladder diverticula | S days # | P. fluorescens 10¢
K. pneumoniae
24 |CCC. 200mgx 3| H#t 107
7 F [ Renal caloul 5 days h Enterobacter sp. Moderate -
gl 37 C.C.C. 200mgx 3| | S. marcescens 10¢ Moderate _
F | Contracted bladder | 5 days + - -
66 | C.C.C. 100mex4| H+ |S. marcescens 10*
9 e Excellent -
M [BPH. § days — _ —
1054 C.C.C. 100mgx 4| it | Citrobacter 107 Poor B
M Neurogenic bladder 5 days i Citrobacter 107
1|3 C.C.C. 200mgx 3| #t |P. fluorescens 10® Moderate _
M Neurogenic bladder | 5 days # | P. fluorescens 10?
70 | C.C.C. 200mex 3| #t |[K. pneumoniae 107
12 & -
M [BPH 5 days ym — — Moderate
K. pneumoniae
13|34 CCP. 200mgx3| it | Serratia sp. 10° Moderate -
M | Wandering kidney | S days + _
Citrobacter
14|25 C.C.P. 100mgx 3| Mt |Enterobacter 10° Moderat
F |Renal tubercurosis | 5 days + Enterobacter 102 oderate B
Streptococcus sp.
56 | C.C.P. 200 3| # |E. coli 107
15 mgXx
F [Renal calouli Sdays | % - —— Moderate -
41 | Chronic prostatitis |100mex3| # - -
16 | — 5 dags ~ - ——{ Moderate -
43 | Chronic prostatitis [j00mex4| tHt |GNB 10®
17 M — 5 da)g/s T ~ ~ Moderate -

* Before treatment
After treatment
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Table 3 Overall clinical efficacy of AM-715 in acute simple cystitis
100mgx 3/day, 3 days treatment
Symptom Resolved Improved Persisted Efficacy on
. De- Un- De- Un- De- Un- | bacteriuri
Pyuria Cleared| . og5ed |changed | C1627%d | creaged changed | Cleared| ¢ oped changed e
Elimitated || & 5 (100%)
Bacteriuria ?l{:;f:::g) ( 9
Unchanged ( ¥
Efficacy on pain on Case total
Crincaey on P 5 (100%) « ®» «( »
Efficacy on pyuria 5 (100%) ( % ( ¥ 5
_@Excenent 5 (100%) Overall effectivenss rate
:] Moderate 5/5 (100%)
[

Fig. 1 Susceptibility of Serratia marcescens to
AM-71S5, PPA and NA
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Fig. 2 Susceptibility of Serratia marcescens to
AM-715, PPA and NA
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2325 pg/ml P Eo> MIC % 55 L AFHERICHT 54
HoFEAOBETIX, GM oMz RLAT, XK
BLEDBRI 6.25 pg/ml LIF & W 5 BEWBETRFER
L%, =5 L AM-715 0 Serratia iz 3t+ BH#E
HOMER, &% AH N Serratia BRERFFELT
BEEREMIZABZ LERLTWS LBbhE. HE

Serratia 2, RERLENCRLE L LTHRERARK



VOL. 29 S-4 CHEMOTHERAPY 449

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

Bacteriuria Pyuria | Ceared | Decreased | Unchanged %‘;‘1‘::;’; g
Eliminated 1 3 2 6 (60%)
Decreased 1 1 2 (20%)
Replaced ( %)
Unchanged 2 2 (20%)
Efficacy on pyuria 1(10%) 4(40%) 5(50%) Casel t(;)tal
Excellent 1 (10%) Overall effectiveness rate
[: Moderate 7 8/10  (80%)
: Poor 2

Table 5 Overall clinical efficacy of AM-715 in each group

Group hi:;e(;r‘g?:c:{;:) Excellent| Moderate | Poor eff?czi!t:;lless
1st group (Catheter indwelt)
Single 2nd group (Post prostatectomy) 2 ( 20%) 1 1 100 %
infection 3rd group (Upper UTI) 1 ( 10%) 1 100 %
4th group (Lower UT ) 4 ( 40%) 2 2 50 %
Sub total 7 ( 70%) 1 4 2 71.4%
Mixed 5th group (Catheter indwelt) 1 (10%) 1 100 %
infection 6th group (No catheter indwelt)| 2 ( 20%) 2 100 %
Sub total 3 (30% 3 100 %
Total 10 (100%) 1 7 2 80 %
Fig. 3 Susceptibility of GM-resistant Serratia Table 6 Bacteriological response to AM-715
marcescens to AM—715 in UTI cases
(22 strains) Isolates No. of strains Erad(i(;ated Persisted*
(®) %)
1004 E. coli 5 5 (100%)
10 celis/mt oM K. pneumoniae 4 4 (100%)
O-m=~—0 AM-715

S. marcescens 3 3 (100%)

Enterobacter 2 1( 50%) 1

Citrobacter 2 1( 50%) 1

P. fluorescence 2 2
GNB 1 1 (100%)
S. epidermidis 1 1 (100%)

//ﬂ\\ = Total 20 [16( 80%)| 4
L / -0 - *Persisted: regardless of bacterial count

L

0.39 1.56 6.25 25 100 200<
MIC (u#g/ml)
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CRWTHIMMPEMERLTWS, L LEDEH LT
opportunistic pathogen L LTHEL TR VAL LR
HRIERE 2T 5 b DI 2 v, WRBBHIRIC
BWTRMIZ, IFRERARCYF—-F VERERICRHE
hoWREL, BEELAEMERE b RBEICR
SRBWML DL ENY, LeM>T AM-TI53BAK
LLTOMKRE, =95 LXHEEAIRED SerratiaBYfy &
CHEOMERMTSZ LA ENRE, FhixEF oM
PRELSHBHHEN LW O UM LB LW TH SR,
T IERRLEE 75 & 0 BOEEMRELE o L TRk h o R B34
HeoPtRABLECEETHAS,

AM-715 DEERHE M+ 5 RN T2, MHEELIC
$LTIR2FERT 100, BMEBIMENE D REEMBYLE T
L Tix 809 nHZEAE LN, RABLIRIT 86.7%
LWIHMRTH o1, Tz, T OROIEHFDRE
RBYIEICHT D EFARE LTIEIERIZLDOTHY, A
FROMIERNC X 5 [REBYSE DOTEHRRMSO L g L
THLERELDTH o1,

B HRR Iz oW T2, E. coli, Klebsiella, Serratia
Xt L TRLH\IcED T, ogEiconw T b, P flu-

orescens IRV T BB URRIFLZER BN, *Hn
EMT— s 2 RI3T5RMTH o1,
BUWERZ 17T 2RI T REL DO 2B o .

x ®

) MIC JIEtkik AT A% © B/ BHEMILME (MIC)
REHEL TIZ>nWT, Chemotherapy 22: 1126~
1128, 1974

2) KMEHK, FHER (UTI FELKR) : UTI Ry
BYJE) RWIEAM, Chemotherapy 28:321~
341, 1980

3) % 28 EIAKILEREFLRE, FE L ET A
111, AM-715, X, 1980

4) MR, RTEMY, JFEE—, F% 2 B
|’ 1 Serratia iz Xk B REEBYIE OHEEE,
Chemotherapy 28: 787, 1980

5) FIFHER, KEEHK, &)IM%E KK % Pipe
midic acid O RBRFIKICE T 5 EHER,
Chemotherapy 23: 3020~3024, 1975

6) $hRE=, £HESE, MEBELA | R - E58LE
i3+ % pipemidic acid (PPA) o X #89, Mkl
#3f, Chemotherapy 23: 3025~3038, 1975
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STUDIES OF ANTIBACTERIAL ACTIVITY OF AM-715 AND
OF ITS CLINICAL EFFECT ON URINARY TRACT INFECTIONS

SHoICHT ONODERA, TOYOHEI MACHIDA and TAKEJIRO OKAZAKI

Department of Urology, The Jikei University School of Medicine
(Director: Prof. T. MACHIDA)

Antibacterial activity against Serratia marcescens was examined as a fundamental study on AM-715, a newly
synthesized chemotherapeutics, and clinical effect in 17 patients with genito-urinary tract infections was also evaluated.

1) Antibacterial activity

The in vitro activity of AM-715 against clinical isolates of Serratia marcescens was more potent than those of
aalidixic acid (NA) and pipemidic acid (PPA) used in this study for comparison.

2) Clinical results

AM-715 was administered at daily doses of 300 or 600 mg for 3~5 days to 17 patients with genito-urinary tract
infections (5 with simple urinary tract infections, 10 with complicated urinary tract infections, 2 with genital infections).
The rate of effectiveness was 1009 in simple cystitis, complicated pyelonephritis and chronic prostatitis and 719,
in complicated cystitis. In 15 of these cases, which could be judged by The Criteria of UTI Committee, rate of effec-
tiveness was 100% in simple cystitis and 809 in complicated urinary tract infections with total rate of effectiveness
of 88.2% according to the criteria.

3) Side effects

No particular side effects were observed in this trial.



