866 CHEMOTHERAPY

DEC. 1981

REEBREEIZ T 5 AM-T15 DEERAI MM

AF RF-mxR EH-ERB TBE-®HEX 5
VB OF-KM EMA-F K M-X#ROAUZ
P LI K B SR SR R 7
(. KBLZERD)

iE ok

L s

B 1L R+ FIR e R 28 F+

FHLMB S W ERITEF AM-T1S 0, REBRIECHT 5 HAEEFET > BN CRIKH R

METRVUTOX S ZRREBRE,

1) B MM RERES 305, BN REEMBEIOR 0 5 e B ¥ ic &K% & 4 300 mg/A T 3AM, 600
mg/HT 5 BMEE LTHROHEL TR, REMKDHRIIEL 1007, 81.8, TH - 1,

2) HIEHZHR TI2SSERPSOHK (90.9%) ILHRBR b1,
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Fig. 1 Chemical structure of AM—715
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Table 2 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| o eased | changed Cleared| . eased changed Cleared| . o450 |changed
Elimitated |[ ' 24 2 26 (92.9%)
Bacteriuria Bf:;:’:::g) 2 2(71%)
Unchanged
Efficacy on pain on 28 (100 %) Case total
urination
28
Efficacy on pyuria 26 ( 92.9%) 2 ( 71%)
l:':—jl Excellent 24 (857%) Overall effectiveness rate
[:| Moderate 4 28 / 28 (100%)
I Poor(or Failed) 0

Table 3 Bacteriological response to AM-715
in acute simple cystitis

Isolates No. of strains E“‘z;fted Persisted
S. aureus 1 1 (100%)
S. faecalis 1 (100%)
E. coli 23 21 013%) 2
P. mirabilis 2 (100%)
P. vulgaris 1 (100%)
P. aeruginosa 1 (100%)
Total 29 27_ ©31%) 2

Table 4 Strains appearing after AM—715
treatment in acute simple cystitis

Isolates No. of strains ( %)
K. pneumoniae 1 ( 50%)
P. mirabilis 1 ( 50%)
Total- 2 (100%)
[+ 357 1 |

BN UTT KRR RS 2 BV i - TH R »
& 26 R I TER L1240 (54.6 %), ks 3 H1(13.6%),
R4 (31.8%) T -z, MERIZ 22 HIPERE(L 16
BI(27%), WA P (13.6%), FK3H (13.6%)
Thok, BEX ) RABRYTE, EHI0H, FHS

B, ED)4BCELRIE 81.8% Th o/ (Table6), ¥
o, RBRIBRERICRMT S L, $1BHI3HFIB 24
EI3RT SHIP S HlicHSR, 4RI 8 FlicED,
1 Blic %, BMRRESE L U TiZ19%164(84.2
% BEBULTH o, £, HS5H2HF1H),
#6RT 1 Bl 1 PlicER T, DR OREBIES
e LTIz 3B 24 (66.7%) BEDHTH o, &b,
H 7 —7 NIERBED T2 1745 154 (88.2 %) BHFZILL
Eohoteds, »F—FABREFTY S HIH3H (60
%) BEHLETH - 7 (Table 7),

M ERR

ERSRERRE T T SRR 1, S. faecalis
4 BRI 2EENE L, E. coli 4 ¥kth 3 Bk, P. aeruginosa S
b 4 BRic ik 2 B - (Table 8), BEHHBIHE I >
Tk Table 9 iZR7+#0< 4K TH o7,

B A

BLYEEES 8 Bl ik 7230flic oW TRITER 2 Rt L 7.
AR OB E B LET T R AMENEIERRRO 6h
b ote, AFIEERIHIC KK MBRRE & BT L7cws,
Mk Cit R % B+, BUN Tt Case No. 14iziE
LR (18-24) ¥ Wi, FEFILETOK, FHBIE
PBIUEBRAICT, BEIANE BUN »363L 2 AT
BT EWFTL, #1%25 BEI BUN I8 LIEEFIE LI
(Table 10),

OL i # »

FERR PR CH T 54K, PPA,NA 0 MIC &
BEHRRIE TR TRIE Lice £/, B MR
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Table 6 Overall clinical efficacy of AM—715
in complicated UTI
Pyuria Efficacy on
Bacteriuria Cleared | Decreased | Unchanged b”mi’am
Eliminated 10 3 3 16 (72.7%)
Decreased
Replaced 2 1 3(13.64)
Unchanged 3 3(13.6%)
Efficacy on pyuria 12(54.6)| 30136®) | 7(3rep | ¥, 0t
Excellent 10/ 22 (45.5%) |Overall effectiveness rate
Moderate 8 18 / 22 (81.8%)
I: Poor(or Failed) 4
Table 7 Overall clinical efficacy of AM—715 classified by type of infection
Overall
Group Nc:;ezf(g?tc:tna:) Excellent| Moderate | Poor | effectiveness
rate
1st group (Catheter indwelt) 3 ( 13.7%) 2 1 66.7%
Single 2nd group (Post prostatectomy)
. fecgﬁon 31d group (Upper U.T.1.) 5 ( 22.7%) 5 100 %
4th group (Lower U.T.L) 11 ( 50.0% 8 1 2 81.8%
Sub total 19 ( 86.4%) 8 8 3 84.2%
Mixed Sth group (Catheter indwelt) 2 ( 9.1%) 1 1 50 %
inf:,cteio 6th group (No catheter indwelt) 1 ( 4.5%) 1 100 %
" Sub total 3 (1368 2 1| 667%
Total 22 (100 ® 10 8 4 81.8%

Fig. 2 Correlogram of AM—715 and PPA
E. coli 29 strains

Inoculum size 10° cells/ml

Fig. 3 Correlogram of AM-715 and PPA

MIC(ug/ml) MIC(ug/m1)
>100 100
100 100
50 50
25 1 25
12.5 12.5
6.25 6.25
3.13 3.13
< 1.56 [14|1 z 1.56
R 0.78 (13 a 078
0.39 0.39
0.2 0.2
0.1 0.1
2005 <0.05
£0.05 0.2 0.78 3.13 125 50 >100
0.1 0.39 1.56 6.25 25 100 MIC(ug/ml)
AM-1715

P. aeruginosa 6 strains

Inoculum size 10° cells/ml

<0.05 0.2 0.78 3

3.13 12
1.56 6.25
AM-715

0.1 0.39

50 >l
25 100 MIC(ug/mb)
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Table 8 Bacteriological response to AM—715
in complicated UTI

Isolates No. of strains Erac(!(i;)atgd Persisted
S, epidermidis 1 1 (100%)
S. faecalis 4 4 (100%)
E. coli 4 3 (75%) 1
K. pneumoniae 2 2 (100%)
P. mirabilis 1 1 (100%)
P. vulgaris 1 1 (100%)
P. morganii 2 2 (100%)
Serratia Sp. 2 1 ( 50%) 1
Acinetobacter 1 1 (100%)
P. aeruginosa 5 4 ( 80%) 1
P. putida 2 2 (100%)
-P. pseudomolle 1 1 (100%)

Total 26 23 (8%)| 3

Table 9 Strains* appearing after AM—71S
treatment in complicated U.T.L

Isolates No. of strzins (%)
K. pneumoniae 1 ( 25%)
Proteus sp. 1 (25%)
Serratia sp. 1 ( 25%)
Pseudomonas sp. 1 ( 25%)
Total 4 (100%)

*: regardless of bacterial count

EDRE» 7 E. coli, P. aeruginosa iz v~ Ti¥, &K
& PPA it 2 B IEHER 2 BT L 7z,

BERSMEL 2 72 E. coli 29%kizxt+ % & #] » MIC
{2 108 cells/ml, 108 cells/ml $EZfEdt, 0.05 ug/ml iz peak
¥BOx, P.aeruginosa 6 ¥ ix 108 cells/ml # & < i
0.78~6.25 pg/ml {z43#7 L, 108 cells/ml £ % < i 0.39
~1.56 pg/ml jz 4347 L 7= (Table 11, 12),

10 cells/ml HeflwF iz 35 ) 5 441 & PPA L o B2 tt48
Wi, E. coli 29¥, P. aeruginosa 6 ¥k Iz -
Té~5 EEAFEL Tz (Fig. 2, 3),

R, BEMRDAMERICHT 545K 0 MIC & M
HEMBHR L OMIRE Table 13 j27 4 25, S M
YEBERE RS2 B D SV BE B 126+ B MIC 1227 8% o 24 Bk 2%
005 pug/ml T b, 24pkeh23pkasiliske Uiz, BMEMRE
RBRMERORE I3+ 5 MIC i3 0.05~25 pg/ml iz 18

IR &RT 2, MIC o R/MMShib b1 iliia B Af
ZRREZIR ARG bk (Table 14),

%5 X

AM-715 i3 ARBITEOR P RBFIEDT TR S h it Ly
X7 Y AN RUBRROBHRANET, 64Lic7 3K,
TRICERF UV REGT 2R LMEEL LD, B0
MeLT, D5 ARERR0ORE LT, V5 LMBEE
kD NA REAIC LT—B LMVl H £ R
Tk, 2) RIBE ST BB RREA O Tzl
LM &, 3) —fo NA Mt e LTOHE 5 &
ATl YRAFEIRE Y BINEH, MPRERIT
R PRt R IR DO RRKA L Y 0L B, EEKNT
LA ERBERTI TR EOEEOETHtEh 3 Z
LI ERBTHHB,

SEObhbhORNTIY, AEHAIMERELE 286 h
2807 (10077), AEMEPRERIBYIE IZ b 22 40 18 47 (81.8
7)) REHTHY, HMMERBRILERLHAD Z LH
HHRBBIMEIC b AR CEHTHB L EL 5,

HMEZZRIT, SHEBIRIEBE 28 S0 C298RP2THE,
B RS BB T268k P23k 5L L, A BFSSHkh
508K (90.9%0) M BRE & i, ERMCR 5 L, E. coli
278k 258k (92.6%), Proteus J§ T ¥k o8 7 ¥k (1002,
P, aeruginosa 6 ¥ 5 ¥ (83%), S. faecalis 5 ¥ip 5 #%
(100%)) 2 k& e,

Kiz, BERRPIREE D NA THERK(1 BERZ
T4 RIETBWT(=)or ()27 LEEbL D) 114320
BHY, Thbiitd R R 0oMBEENHEL »5 20
BEP17HE (85%0) IciHk % B, NA WiEskicx+ 5 &
FOFIENHBA L, & biz, PPA HEBI98k+18
B (9570) itk e, PPA fittt#kicst LT bAAD
AERED bhik,

SEORMNTRAAICLIZ L0 LHETE 3 H ¥R
BEREZBO bhahote, ¥, BEREBEORER
BUN o LA 14, 280 HT HEMEIER
Bl hote,

AL, o x/ VU h A F L BREAIC K~
HYBEOBETHHICLhbb b, V5 ABHIRE,
P. aeruginosa 33 L ' D> NA, PPA fittk#k ic L 3
REBREC CERDERKEIE LB b0 LELL
ha,

2 B

FEARAER TH 5 AM-T1S ic > THEM & 2t 3
fiev, RoX S ukRe B,
L SREHC0L (RIEHMILEINE4304, B 4 %
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Table 11 Sensitivity of clinical isolated organisms to AM-71§
Inoculum size 10*/ml

IC (ug/m1)
Bacteria 005 |01 | 02 | 039|078 | 156 | 313|625 |125 | 25

S. aureus 1
S. epidermidis 1
S. faecalis 1 1
E. coli 24 1 1
P. mirabilis 1 1

P. vulgaris 2
P. morganii 1 1
P. aeruginosa 2 3 1
Pseudomonas sp. 1 1 1
Serratia 1 1
Acinetobacter 1
E. coli NIHJ 1

Table 12 Sensitivity of clinical isolated organisms to AM—715

Inoculum size 10¢/ml

IC (ug/mD)
Bacteria 005 [ 01 | 02 |[039]078 |15 | 313(6.25 125 | 25

S. aureus 1
S. epidermidis 1
S. faecalis 1 1
E. coli

P. mirabilis
P. vulgaris
P. morgnii
P. serugonosa 2 2 2

HNN§

Pseudomonas sp. 2
Serratia 2
Acinetobacter 1
E. coli NIHJ 1
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HREBREISR) ICERIERE L, BdEE 100, #
11E 81.8% OB RE LI,

2. MEEHBRIL, ##J&'EHM)IEESS%*SOBE»‘
BEL, 09% L IWMVBREREZ X, WKEITI,
S. faecalis 5 Bkh 5 Bk (100%), P. aeruginosa 6 ¥ S #k
(83%) iHEERD, 77 LAREREB LT P. aerugi-
nosa to. & B REBBREEICIB W T bAoA R 22 R
&hi,

3. ARBEIRPAMMMD NA FHEER208k & 17 B
(85%), PPA FHEBKIOBEPI8BR (95%) ILiHRERBD
r bk, zhb NA KU PPA HESEIC X 5 RIEMBYY

SIS b SR R IR DI L8 B

4 HIBEMBERRBD bhahok, i, K
REMICBVWTH BUNDBE LA 1 fleBOLOHT,
BUHER DDz XRE L DEIRE W7,
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1) UTI KZHPL40 25 (38 2 fK), Chemotherapy 28: 321
~341, 1980

2) B2BBEI A AL REFEERE, FH VR T LA
II1, AM-71S5, 3K, 1980

A CLINICAL STUDY ON AM-715 IN URINARY TRACT INFECTIONS

NORITAKA IsHITO, MASAAKI OKIMUNE, KAZUTOYO MIYATA, HrTOSHI TAKAMOTO,
MANABU HIrRANO, TERUHISA OHASHI, TOHRU ARAKI and HIROYUKI OHMORI

Department of Urology, Okayama University Medical School
(Director: Prof. H. OHMORI)

ATsusa1 KonDO

Department of Urology, Okayama Red Cross Hospital

A new orally active, chemotherapeutic agent AM-715 was studied clinically in the urological field, and the

following conclusions were obtained.

1) AM-715 was administrated orally, as a rule, at the dosage of 300 mg or 600 mg per day for 3 or 5 days to
60 cases of urinary tract infections and the efficacy was evaluated in 50 cases.
2) Overall clinical efficacy rate was proved in 1009 of 28 patients with acute simple cystitis, while 81.8%; of

22 patients with chronic complicated U.T.I.

3) Bacteriologically, 50 out of 55 strains (90.9 %) were eradicated. Especially, all of 5 strains of S. faecalis, 5 out
of 6strains of P. aeruginosa, 17 out of 20 strains resistant to NA and 18 out of 19 strains resistant to PPA were

eradicated.

4) No adverse reaction was observed. Deterioration in laboratory findings was observed in one case as slight

clevation of serum BUN.

From the above results, AM-715 would be a useful oral drug in the treatment of urinary tract infections.



