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Table 3 Age and sex distribution of the patients

Cases Total Drop out Analysis cases
Age male | female | male | female | male | female
~ 19

20 ~ 29 9 1 8

30 ~ 39 2 6 2 6

40 ~ 49 1 9 1 1 8

50 ~ 59 3 7 3 7

60 ~ 69 8 8

70 ~ 79 3 1 3 1

Total 9 40 2 9 38

Table 4 Daily dose and duration
Dilution Day Cases
Daily dose mg/day 1(2(3|4|5(61]7(14/29|47

100X 3 1]3 4
Acute simple 100x 4 10]2 1 13
cystitis | 200X 3 6|1 7
200x 4 2 2
100x 3 1 1
100x4 1 1
Complicated UTI | 200X 3 10112 11 15
200x 4 1 1
300x 3 2 1 3
Total 12243 (141 |3 {1 |1{1]| 47

Fig. 1 Overall clinical efficacy of AM—715 in acute simple cystitlis

Symptom Resolved Improved Persisted Efficacy on

Pyuria Cleared crg:.ed challjnng.ed Cleared cr?aes-ed chz?nng-ed Cleared cr?aes-ed chgr?g-ed bacteriuria

Eliminated 2 U5 2 %7 ¢// 19 (95%)
Bacteriuria| Decreased 1 / % ////

Unchanged % 0 ( 0%)
Efficacy on pain on urination 16 (80%) 3 ( 15%) 1 ( 5%) Case total
Efficacy on pyuria 16 (80%) 4 (20%) 0 (0%) 20
I:’ Excellent 12 (60%) |Overall effectiveness rate
VZZZ2 Moderate 8 20120 (100%)
W Poor 0
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Table 5 Clinical effect by type of disease
e :
Excellent m:ia::fec;ak Poor Uncertain Bffe;ﬁﬂ‘;m @
Acute simple cystitis 12 11 3 2 23/26 (88.5)
cce 1 2 3 3/8 (31.5)
ccp 1 4 4 4/12 (33.3)
Prostaectomy 1 0/1 (0)
Complicated UTI 2 [; 7 7 7/21 (33.3)
Table 6 Clinical effect by daily dose
inical effect § Z
Excellent C:{':derate Feir | Poor Uncertain Bffegzng *
100x2 1
;g 100x 3 3 1 4/4 (100.0)
& | 100x4 5 6 2 1 11/13 ( 84.5)
2| 200x3 3 3 1 6/7 (851
;E 200x4 1 1 2/2  (100.0)
Sub-total 12 11 3 2 23/26 ( 88.5)
. |_100x3 1 0/1 ( 0)
5 100x4 1 01 ( 0)
3| 200x3 2 4 4 | s 6/15 ( 40.0)
3 [ 200x4 1 o1 ( 0)
§ 300x 3 1 1 1 1/3 ( 33.3)
Sub-total 2 5 7 7 7/21 ( 33.3)

Fig. 2 Overall clinical efficacy of AM—715 in complicated UTI

Pyuria Efficacy on
Bacteriuria Cleared | Decreased | Unchanged bactt:i)\,xria
Eliminated 3 U0 4777274 1 (58%)
Decreased 7% /,1 Z % // 1 ( 8%)
Replaced l/f Z /7/ 1 ( 8%)
Unchanged

Efficacy on pyuria

Case total 12

[::] Excellent 3 (25%)
o222z Moderate 6
200 Poor 3

Overall effectiveness rate

9/12

(75%)
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Table 7 Clinical effect on causal organism
: Clinical effect Effective rating
Ozganism Excellent | Moderate | Fair | Poor (%)
2 E. coli 11 9 20/20 (100 )
B | S. epidermidis 1 2 3/3 (100 )
f K. pneumoniae 1 0/1 ( 0)
g Uncertain 2 0/2 ( 0)
“ | Sub-total 12 11 0 3 23/26  ( 88.5)
Acinetobacter sp. 1 0/1 ( 0)
S. marcescens 1 1 0/2 ( 0)
E. coli 2 2 2 4/6 ( 66.7)
K. oxytoca 1 0/1 ( 0)
w~ | K. pneumoniae 1 1 0/2 ( 0)
S S. faecalis 1 0/1 ( 0)
% C. freundi 1 1/1 (100 )
= K. pneumoniae
g P. mirabilis 1 0/1 ¢ 0)
K. pneumoniae
P. morganii 1 0/1 0)
E. coli
Proteus sp. 1 0/1 € 0)
Uncertain 2 1 1 2/4 (50 )
Sub-total 2 5 7 7 7/21 ( 33.3)
Table 8 Relation between MIC and bacteriological response
MIC MIC Inoculum size 10° cells/ml | Bacteriological
Strains <0.05| 0.1 0.2 | 0.39| 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 | 100< | response (%)
E. coli 14/15 1/1 0/1 15/17 ( 88.2)
S. epidermidis 2/2 2/2 (1006 )
Klebsiellasp. | 1/2 | 0/1 11 2/4 (50 )
S. marcescens 0/2 0/2 ( 0)
C. freundii 1/1 1/1 (100 )
S. faecalis
(Enterococcus) /1 1/1 (100 )
P. mirabilis 1/1 1/1 (100 )
Acinetobacter 1/1 1/1 (100 )
T 16/18]| 1/2 | 1/1 1/1 1/2 | 2/2 1/3
otal | (88.9)| (50) | (100) | (100) (50) | (100) (33.3) 23/29 (79.3)
Table 9 Clinical effect by MIC
MIC No. Bacteriuria
patient | Eliminated | Decreased | Replaced | Unchanged
< 14
=0.20 15 (93.3%) 1
5
0.395 7 (11.4%) 2
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Fig. 3 Correlogram between MICs of
AM-715 and NA
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DRBERT95%H 3 F) (6.1%) THoTe,

AM-715 # 5/ X Y +Tic GOT T 7 #i3s, GPT
Tix 2453, Al-P Tk 64335, BUN ©x 2425, K
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Uiz, 7272 Al-P 3 118TU/L 75 178IU/L iz 1 & L
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Fig. 4 Correlogram between MICs of
AM-715 and PPA
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mophilus influenzae, E. coli, Shigella, Salmonella, En-
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teus, Klebsiella pneumoniae iz ¥ D BEKSYMEHIC B VW T
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Fig. 5 Laboratory data before and after AM-715 treatment
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42, MERNBIE S~ 2 TRIER b2 L b, 2
WTHTHBA, Ty NTIRBENG - & 68 < Pk
X DEER ., TV IR NS5 T 4tk BE, R
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L LA D 24REMT S~ 6% Pkt E DIl E 72 vy,
LML E =7 RTik 30 mgkg o T 600 pg/ml o
FHREE L 245 L LT 15% Mg o Bt A6 h
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TRPPRIE & 309, Mo 24ms Mk A B Hh, v biC
B D IRBBYSEDO WK & LTRIPOBEEWG S h
%, ¥/ phase I study iz38vC, 1 [ 600mg,” 7 AM
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1) UTI K23V 1 (3 2 fR). Chemotherapy 28: 321
~341, 1980

2) AHRMEHASHE © AM-715, FHNE 1979

3) W28E AREFREF RS, FR - E Py 4
11, AM-715, B3, 1980,
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A PHASE 1I STUDY OF AM-715 ON ACUTE SIMPLE CYSTITIS
AND COMPLICATED URINARY TRACT INFECTION

TaDAO KIRIYAMA, KENICHIRO OKADA, TATSUSHIRO OKABE, YUSAKU OKADA,
SHIGEO NiSHIBUCHI and OsAMU YOSHIDA

Department of Urology, Faculty of Medicine, Kyoto University
(Director: Prof. OsAMU YOSHIDA)

KiyoHIDE NAKAGAWA, TAkUO Fukuyama and TEruo Kounami

Department of Urology, Kyoto National Hospital

Hmemaro UeyaMmA, Mikio ITo and HitosHr ITo

Department of Urology, Kyoto City Hospital

TADASHI HAYASHI

Department of Urology, Ohtsu Citzen Hospital

A clinical trial of AM-715 was conducted in a total of 49 patients, 28 with acute simple cystitis and 21 with com-
plicated urinary tract infection. The results of the trial were as follows:

1) AM-715 was orally administered for acute simple cystitis at a daily dosage of 400 mg for 3 days, and for
complicated urinary tract infection at a daily dosage of 600 mg for 5~7 days.

2) The effectiveness of AM-715 was evaluated in 20 cases with acute simple cystitis matching with criteria for
clinical evaluation in simple UTI.

Out of them, pyuria was cleared in 16 cases (809;) and decreased in 4 case (20.0%); bacteriuria was completely
eliminated in 19 cases (95%) and decreased in one case (5%). Overall clinical efficacy showed 1009 [“excellent” in
12 cases (60%) and “moderate” in 8 (40%;)].

3) The effectiveness of AM-715 was also evaluated in 12 cases with complicated urinary tract infection matching
with criteria of complicated UTIL. ‘

Pyuria was cleared in 4 cases (33.3%) and decreased in 3 case (25.0%;); bacteriuria was completely eliminated
in 7 cases (58.3 %) and decreased in one case (8.3 %). Overall clinical efficacy for complicated UTI showed 75 % [“‘ex-
cellent” in 3 patients (25%) and “moderate” in 6 cases (50%)] and *poor” in 3 cases (25%).

4) The overall judgement on total patients including unmatched ones with the criteria for clinical evaluation
in UTI gave the results similar to those shown above.

5) Side effects were observed in 3 (6.1 %) of 49 cases: one of tinnitus, dizziness and constipation in each one case.

6) Clinical laboratory tests were made for BUN, creatinine, electrolytes, GOT, GPT, Al-P, etc. before and
after the treatment of AM-715: there was increase of Al-P in one case, and increase of chloride (Cl) in another case.



