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ER &3 BHBEMICHT 2 BREOTHEILIT BN
REBREOHIEDEL LELERESZ LD LELT
3. 4EbhbhidsH L { Bi% & h iz quinolinecarboxy-
lic acid ZEMkThH 3 AM-715 2 ERF 3 S BrD
T, TOEBAORN LEKRKLEETFOERLLLIC
B|ET 5,

MHE L UVHE

RFnS44E10 4 4> & RFSSE 3 A & CoMMICERBRE
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ZhbnBEIC AM-T15 RiE s h, TOBRKEKS E »
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200mg AR, 1 A 3@, 5 BREEL Lic, BERZERD
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EBMEERE LIS o2n T, FEHRE5#30
SEICARMECRERL, ThERORHEIREEHL S
AM-715 O RPBER L CRDIMBELR E & h i,
AM-715 oRb@EER E. coli NTHJ JC2 »#E#L
TaHy FEIETHESh, BREDCKELLTER
A7 vrF=v271v7 352 (Caa) v, Cer 280
ml/min OEMEETE R, Ccr S0~79 ml/min DMEEMRE
=8, Ccr 30~49 ml/min O PEEMERR XK Crs
29ml/min OFEMERD 4 BICHELL, ThbdE
Mo AM-715 o RPBEE L RpPritRE BT 52 L
Ik -T, BHEERESE ORI ICRETREEL
R L,

AM-715 DHERNCSRES hicRREICHT %A 0
MIC % B LER25HliconwTit, MEZHHFEL
MIC r oA RM & hie, RS EIOKRKTE T I
SEE X -k, nalidixic acid, pipemidie acid, 3 X
F AM-715 ® MIC # B L x 7458kic o>\ Tit, &
ZhoEHD MIC # AM-715 & nalidixic acid 3 X
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pipemidic acid & DB THBRN LA, Z8 MIC©
Wit BRI MBS MMEIZ T T 17 v AM-T1S B M
oRELL 800 pg/ml X D 2 fEHRE T 0.05 pg/ml 2 T 1. AM-715 ORiREE & U R iR

WEshit,

WMRBIEMBEORPMBE & Fig. 1 i2, BER L ¥ H

Fig. 1 Urinary levels of AM-715 (200mg, p.o.)
in patients with normal renal function
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function 0~0.5/0.5~1{1~1.5[1.5~2|2~2.5| 2.5~3| 3~3.5|3.5~4(hrs)
Ccr 280 | Mean| 11 72 101 116 | 122 113 ] 125 109
(n=4) +SD 18 58 54 82| 76 53| 43 37
Fig. 2 Urinary levels of AM—715 (200mg, p.o.)
in patients with impaired renal function
Cer (ml/min)
—e50-79 (n=15)
o--0 30-49 (n=4)
§ 3007
§
§ 2001
=
8
=
8
E‘ 1001
g
1 2 3 4hrs
Renal Urinary concentration (Ug/ml)
function 0~0.5(0.5~1] 1~1.5[1.5~2|2~2.5(2.5~3|3~3.5|3.5~4(hrs)
Cer 50~79 | Mean 3 591 153 | 180 151 150 | 167 146
(n=5) +SD 6 96 102 | 113 69 67 82 59
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BUER MBI AR O IR PIRBL & Fig. 2 1R L, 45 01 B
IZIRPIRAE & LT3 L, BRBERR, BRI Up
GEE AR L TR b ARRINARE 2~3 BEM 12 R
HIREE D peak 2B Hife, Cer A% 30 mi/min L E o
R THIIT, AM-T1S ORBREIETEMICIZ LA
MNP or, ZoBAIE AM-TIS o RhHEN Xk iz
MLTHLRERT, WAL (Fig. 3), BER X UH
SERMERERE (Fig. 4) o 4 REMIc P& 0 213885
bhihol, AM-715 nilt&ko peak i3 RKIMIR%
2~4mEMicBY Hh, KWIRE 4 M TOHEER L peak
RO BEE & L 12 IEFRE T o, L2 L Cer 529 ml/
min LU OREER RN 2 5T, HWREEL >
o 3RS T 25 pg/ml O [RAPMEE, 4BFM ¥ ©
DR L T T 1849, LFL SPRERET LTV,
HERRERESRL T AM-715 0FS 2R D M ERS X
CRPHE R E G55 LR TERDLo T,

PSP 0154 L 4 B T AM-715 kit L ©
FABGRKIX 0.248 TH Y, Cer L 4 B ¥ TPt & &
DFERAEMIE 0.547 Tdh o7, Cor DIz 5 A PSP 0 15
SHMEX Y L AM-T1S o$RiticBA L TV ML R L -
2, Cer & AM-715 okt HBEREKIE VT h b 5 %
BEABTHIZMICHEE TR >~ LrLCer &
AM-715 okt L Do 10, AEKETCH &L
otz

2. BEERMAR

RIS RATE DB L 72 - 122013 R TN R
BEoEMNTH Y, XMEBIX BPHTH, WiE 4
P, HREMERE S ), MSZAR@E 2, VUR2HLR
MBSR, BEIERASE, MISZARIEBRING IS X UM SIiR 8%
TUR #2252 h ¥4 1 14> Th o (Table 1),

ThbHDEFOKREHKIHR L Table 2 IRLY., 6§
RARIHEL S I, HHIY, B%6 ReRAH BRI
B%THol,

THhOEDOMEKRREBINICH b D% Table3 iRl
oo WIMMK208 (917) BLIURBREBE2H (9% 0
AHRIERETNTSY 50, THolk, B0 5
HHF—F AR 3 PR L CHIRIEER A 1 P+~
THEATHY, LEBREBYS HT 0%, THRKRB
WHPATRDBLBEHTH o, BRABE2H T T
ht D F—FAHREARTH o1,

TBRATDO 2 MEHE2SBRICH+ 5 S REH O RMELHY
£% Table 4 iT/RL7, BRLELHME Bk E
coli D IKTHY, T0H5>HLTH(T8%) HB#K L1k,
LD BEERICH T 5 MEFHIZR T i3, Serratia sp. 4 1%
1 X O Klebsiella sp. 3 #ix 3+ ~XT{4%k L, Proteus sp.
Enterococcus 3 Y. 1% S. aureus D% 1 lRb ML LT 12,
L2 L P. aeruginosa @ 3 ¥ix 2 ¥, % 7= Enterobacter
sp. D 3K 2HOBBWHE L, BEBRKEAZREAR
XV HBR LM Candidasp 3z CLH LT

Fig. 3 Urinary excretion of AM-715 (200mg, p.o.)
in patients with normal renal function
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Fig. 4 Urinary excretion of AM-715 (200mg, p.o.)
in patients with impaired renal function
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Cer 50~79 |Mean| 0.03 | 0.6 2.5 34 | 33 34 { 33 3.6 10.1
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Fig. 5§ Correlation of MICs between AM—715 and
nalidixic acid 46 strains isolated in this study
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Table 1 Clinical summary of complicated UTI cases treated with AM—715 (1)
Case Diagnosis Catheter | UTI Bacteriuria . ss| Side
No. |A8e |Sex Underlying condition | (route) | group Pyuria Species® Count™] MIC™ | Evaluation Effects
Chronic pyelonephritis # S, aureus >10* 3.13
p E. coll 0.2
1 {35|M - G-6 E coll ; Poor -
Renal stone # P aerug!nam) >10
n o s
5 Is2 |F Chronic_pyeloncphritis | G3 |t | £ colt >10* | 0.39 Moderate ~
Renal stone + -
Chronic cystitis + R + E, aerogenes >10* | 0.05
3|90\ M P Urethra)| 1 = L Excellent | -
Chronic_cystitis H [ Enterococcus 10° [ 1.56
4 |68 | M I Her TURPC**® - G2 - Moderate | -
- = 3
s le6 | M Chron]x;; }:ystms _ G-4 {l+ P, ae:uginosa >10 0.2 Excellent _
Chronic cystitis # S. marcescens | >10° | 1.56
6 165 |M Neurogenic bladder - G-4 +H - Moderate B
Chronic pyelonephritis | ] # | £. cloacae. >10* | 1.56
7|70 M Renal stone G-3 + E. cloacae Poor "~
Chronic_cystitis # | K. pneumoniae 10° | 1.56
8 |80 M After prostatectomy B G4 H C. freundil Poor -
S. liquefaciens 3.13
Chronic pyelonephritis 4+ | Proteus sp. >10% | 0.05
9 |35 |M - G-6 S. marcescens 0.05 Moderate -
Renal stone H | Alcaligenes -sp.
Chronic_pyelonephritis [ i H | P. aeruginosa 10* | 6.25 B
10134 Neurogenic bladder G3 — P, aeruginosa Poor
ry cet i S
1 119 Im Chrom; cysm.xs _ G4 ++ K. pneumoniae 10 0.1 Moderate _
Prostatic carcinoma + -
Table 1 Clinical summary of complicated UTI cases treated with AM—715 (0}
Case Diagnosis Catheter| UTI . Bacteriuria . _«s Side
No. Age| Sex Underlying condition | (route) | group Pyuria Species® Count®| MIC* Evaluation Effects
- — 5
12178 | M Chronic cystitis _ G4 H | S. marcescens 10% | 0.05 Excellent _
Bladder diverticulum — —
Chronic cystitis H Enterobacter sp. 105 | 12.5 _
131691 F 5 Cthral stricture B G4 =W Tx. pneumonige | >10° Poor
- — 3
14 190 | M Chromg cystlgs + G1 + | K. oxytoca 10 3.13 Excellent _
Prostatic carcinoma (Urethra) - -
Chronic_cystitis _ # | E coli 10* | 0.05 _
15|69 | M BPH G4 y Candida sp. 107 Moderate
- . . headache(+),
Chronic cystitis + +H E. coli 10* | 0.78 .
- bdominal
16 (91 | M BPH (Urethra) G-1 T Candida sp. S10° Moderate afu 11(:1215(4')
171711 ™ Chronil;:P;:{ystitis _ G4 +_+-+ E. coii 10° | 0.05 | gycellent _
Chronic_cystitis H E. coli 10° | 0.2
18170 F Neurogenic bladder - G4 +H Candida sp. 25 Moderate -
N 3
19| 50 | M Chronic pyelonephritis _ G3 H E. coli 10 0.05 Moderate _
VUR + —
Chronic_pyelonephritis +H E. coli 10* | 0:05 _
20(S59 (M VUR - G-3 T — Moderate
Chronic cystitis # | E coli >10% | 0.05
20177 | M BPH B G-4 - E. coli 104 Poor
Chronic cystitis _ H# | P. aeruginosa 10* ? _
22 (85 (M BPH G4 4 — Moderate

* Before treatment
After treatment

**UTI: Criteria by the committee of UTI
***After transurethral resection of prostatic cancer
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Table 2 Overall clinical efficacy of AM-715 in complicated UTI
200mg X 3/day, 5 days treatment
Pyuria Efficacy on
Bacteriuria Cleared | Decreased | Unchanged bacteriuria
Eliminated 5- 4 6 15 (68%)
Decreased 0 ( 0%)
Replaced 1 2 3 (14%)
Unchanged 2 2 4 (18%)
] Case total
. Efficacy on pyuria 7(32%)| 5(23%)| 10(45%) 29
-l Excellent 5 (23%) Overall effectiveness rate
l Moderate 11 16 /22 (73%)
: Poor(or Failed) 6
Table 3 Overall clinical efficacy of AM—715 classified by type of infection
Overall
No. of Percent, | .~ :
Group ( )| Excellent{ Moderate | Poor | effectiveness
cases ‘of total rate
1st group (Catheter indwelt) 3 (149 2 1 100%
Single 2nd group (Post prostatectomy) 1 ( 4% 1 100%
infection 3rd group (Upper UTI) 5 (2% 3 2 60%
4th group (Lower UTI) 11 ( 50%) 3 5 3 73%
Subtotal 20 ( 91%) 5 10 5 75%
Mixed 5th group (Catheter indwelt) ( o
infectio 6th group (No catheter indwelt) 2 ( om 1 1 50%
" Subtotal 2 (%) 1 |1 50%
Total 22 (100%) 5 11 6 75%
THES M S hie (Table 5), SEbhbh R LIRS MERRICHK I > v T,

5 0AME © MIC % Qi LEB248KIC>\ T,
MEPMBHRE L MIC L DBE{R % Table 6 i 5% L 7=,
EcliizonwtTasl, HROBLIENI- 28D
MIC izv v 0.2 pg/ml AT Cdh - 728, 1HkEE
BHERER, tho 1 dkix P SEFMERES X )
EhTwie, Z0fbix P. aeruginosa 1 ¥, E. cloacae 0
1BThor, Thboko MIC it 1.56~6.25 pg/
mlREE L BV ETH 5 25, oS BEEHKRD MIC iz~
TRIELBisko MIC i3 i EIRIic s LT
x,

3. EEERSREHRI=HT D pipemidic acid, nalidixic acid
B&U AM-T15 ) MIC 0 pe#igst

AM-715 L nalidixic acid 3 X {* pipemidic acid ¥ &
ZHEAB L EEcBRz< Fig. 5, Fig. 6 IZ/R L Kk,
AM-715 ¢ MIC i # #5 3§ & 108 cells/ml ¢ nalidixic
acid 33 X U* pipemidic acid iz b U CIEBYEN T v 12,
AM-715 o#EE 71T 108 cells/ml #fE ¢ MIC % 100 pg/
ml B Lo BERMERE 2468k 3 DB LT AT v i,
+ /z 21z nalidixic acid Ci3468:#258, pipemidic acid
Ti468RP168kH° MIC 100 pg/ml L EoBERHE & <
% b, pipemidic acid % nalidixic acid izt LT 8 &
WL > TWBEKIHLTY AM-715 338 v S &
NERLE, E7-EMEEE 108cells/ml ToRMTY,
AM-715 i3 nalidixic acid 3 X U pipemidic acid & Mg
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Fig. 6 Correlation of MICs between AM—-715 and
pipemidic acid 46 strains isolated in this study
ug/ml (10° cells/ml)
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AM-T15

LTEBET Chiciiihe mLik,

4. BHER

AM-T15 2% 2 S TBEF Ik E &h, E0H
H2HEWERSBD bhiz, 1HREFTHY, o
1 P29 L R B E R 2. L LThb
DEERRVWTFh L BEEERPTPLETIEEDLDT
1172, FROHEERTHIZFEROIITHR L, EE

Table 4 Bacteriological response to AM—715 in

complicated UTI

Ao L% KMLEKRAE (RBC, WBC, Hb, Ht, fi
/NR), JFHkERAE (GOT, GPT, Al-P. &1, A/G i),
W HREMRE (BUN, Cer) 2 ZE L TW it SHThH 3
B, WERLERICE D LBDh S REFRARBD A

27,

x %

BMERBBYEORREL LT Y7 ARERENS
BHEENMLTRY, ThboBABITAROER
SHE OO - I KRR LTRIEL ZoTw3
TENEHEh T3, SEFHICHE & h i AM-
715 12 R L quinolinecarboxylic acid Z» X T H 3
nalidixic acid % pipemidic acid L LT, XV #
HEAETTLEhTW3, bhbhizExEMrTicH
WEERREPIICHEA L, £ OMKZE* BN LIz, AM-T15
ORABHRIR OB B IIXRBHE DX I BREREN
THoR L 22O TIN L+ hTwvnik,

KBREHINOREBERDROH DRI BIMELTS Y,
X LTRABYEI 50, T Y, RABYRICHT 5 X
HOBFHERSL > T iz, BRABYRERAD 2 Mz
DL BEBBERES Chol, RABEISERBRRIC
ot U TR AR NEV oI, MEROHEXREXT
HETAZ LICEERDB LEATVSEY, LiL, b
hbho22EF OB TREABL VSh b EAHHE
ROV VWEHEBSEREN bz L LY, BED
RH% o RARES b ICKAGHR B P2 L THBE

Table 5 Strains* appearing after AM-715
treatment in complicated UTI

Isolates No. of strains Eradica:;,d) Persisted”
Isolates No. of strains

E. coli 9 7( 78%) 2 Candida sp. 3
Serratia sp. 4 4 (100%) 0 P. aeruginosa 1
P. aeruginosa 3 2(67% 1 C. freundii 1
Klebsiella sp. 3 3 (100%) 0 Alcaligenes sp. 1
Enterobacter sp. 3 2(67H| 1 K. preumoniae 1
Proteus sp, 1 1 (100%) 0 Total 7
Enterococcus 1 1 (100%) 0 *#Strains: regardless
S. aureus 1 1 (100%) 0

Total 25 21 ( 84%) 4

*Persisted: regardless of bacterial count
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Table 6 Relation between MIC and bacteriological response in AM—715 treatment
solstes ‘ MIC (ug/ml) Inoculum size 10¢ cells/ml | Not | . ..
<005/ 0.1 | 0.2 |0.39 [ 078 ] 1.56 | 3.13 [6.25 [ 125 | 25 | 50 [ =100]|done
E. coli 4/5 172|11/1|1/1 ‘ 7/9
P. aeruginosa 1/1 0/1 1/1| 2/3
S, marcescens | 2/°2 1/1 3/3
S. liquefaciens 1/1 1/1
K. pneumonige 11 11 2/2
K. oxytoca 1/1 1/1
E, aerogenes 1/1 1/1
E. cloacae 0/1 01
Enterobacter sp. 1/1 1/1
Proteus sp. 1/1 1/1
Enterococcus sp. 1/1 1/1
S. aureus 11 1/1
Total 8/9|1/112/3|11/1|1/1|3/4|3/3|0/1(1/1 1/1(21./25
No. of strains eradicated/No. of strains isolated
Bbhic, RiaEges RbT LEh T3, PSPF R FDISHE

RESMEC2HRU LB S heEkoHR R & E
coli 18%, S. marcescens 100%, Klebsiella sp. 100%, P.
aeruginosa 67%, 33 X U* Enterobacter sp. 61%, T oo,
ZhbOMBEFATREE AM-T15 okkicxt3 5 MIC
LOBETHRB L, AM-T15 o EICX o ThiHkLE
Do BRE—REAEED > bTIREY MIC #7R7 L
Tk, LHALERREIZE > ThHilEkLE»o 2 E.
coli 2 ¥k MIC X 0.05 pg/ml L 0.2 ug/ml CH -7,
Z02H0 5 b | KT RAPEE O IR e iz v BT
EREATDHY, EHORSTRPBERBONE N
EEDIEEROBEAREL ot EL b, i
O 1R PSETRERERICET 5 BPH 0fERT
o, EAPHREORMNIIT - T ARVWO THERRFD
FERFHACH o,

W L BRI oM CIE, AM-T1S o R h kiR
{3 Cer #2 30 ml/min. P EChhiIBiBiEEEORE
PrbLFARME CoRICERBO bhizdof,
Cor 22 29 ml/min. PIF & 75 Tid UadCIEHI Pt 23 %
BB >+ sEmE R L, —Biz_=2 Y VREBIT
€77 v 2R Y VROFAERIT, EHEREREEICT
BIRONTHRAIGRE RO T & FRf iz peak time 3R E
BRESh TV 298, AM-715 o R F3khz Cer 218
BT 5 BBEREORE CHEETHREREE D
LIRCEEEZT TV AW,

—Miz Cer i3 B KER{EMIES, PSP 72X MIB @

L AM-T15 o3kt L oKL 0248 TH Y, W E
DRIV EBIZEE® bhizv, L L Cer & AM-T15
o L DIEBFEKE 0.547 ThH D, HEOHEBEIX5Y%
FEAECRERELWRAWS, 104 FEKETREE
CAEBROMBSEREh, ThboZ LixFxAoBHE
BOTBBERARETHEZ LETRLTWS, ER¥X
BERE T LoD AM-715 # HEICHEET 3 7= i
12, BREREELICOWTAROEIESEO S b
AN LETH 5,

x ®

1) UTI B © UTI SERhaFEE % (38 2 Jf), Chemo-
therapy 28: 321~341, 1980

2) K#iEHK, FIRMER, MASFE, BAK ¥ HKEo
75 LA EICET 5 # 3. Chemotherapy 25:
480~491, 1977

3) FIHEE, TR | S REBRE ) 558
ELEHLOBRIZoWT, BWIR &8 70:523
~533, 1979

4) k=, WEHhs, PE OB, CVEE, PR
i, Wmigsh, AAlES, REXAN BEBRB K
BEBYEIc T 5 cefotiam (SCE-963) o iRk,
Chemotherapy 27: 589~597, 1979

5) BEF 18, A REHE, BEWET I BERARICE
Wi ERE IR T 5 carbenicillin R R EEO
Wy, PEik iz o v T, Chemotherapy 23: 2446~2453, |
1975
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FUNDAMENTAL AND CLINICAL STUDIES OF AM-715
IN COMPLICATED URINARY TRACT INFECTIONS

HirosHI NAKATSU, KoSUKE HATACHI,
MotoHIrRO Fuin and HirRoMi NIHIRA

Department of Urology, Hiroshima University, School of Medicine

CHIKAO Masu and HIRoSHI NAKANO

Department of Urology, Hiroshima General Hospital

AM-715 was administered to 22 patients with complicated urinary tract infections. All 22 patients were treated
with 200 mg of AM-715 orally every 8 hours for 5§ days. Clinical evaluation was made in 22 patients according to
2nd Edition of Criteria for Clinical Evaluation of Antimicrobial Agents on Urinary Tract Infections. The clinical
results of AM-715 were excellent in 5 cases, moderate in 11 cases and poor in 6 cases, the overall efficacy rate was
73%.

Antibacterial activities of nalidixic acid, pipemidic acid and AM-715 against 46 strains isolated from clinical
infections were determined. MICs of AM-715 were cleary superior to those of nalidixic acid and pipemidic acid.
AM-715 was highly active against nalidixic acid and pipemidic acid resistant strains.

Urine levels of AM-715 were determined every 30 minutes for 4 hours after ingestion of 200 mg of AM-715 and
4-hour urinary excretion was determined in 15 patients. According to endogenous creatinine clearance (Ccr) the
patients were divided into 4 groups, normal renal function (Ccr=80 ml/min), mild renal dysfunction (Ccr 50~79
ml/min), moderate renal dysfunction (Ccr 30~49 ml/min), and severe renal dysfunction (Ccr<29 ml/min). Except
the groups of severe renal dysfunction, the mean values of 4-hour excretion of AM-715 were not statistically different
in the other 3 groups. The correlation coefficient between 4-hour excretion of AM-715 and Ccr was 0.547, and it was
statistically significant at the 0.05<p<0.10 level. Four-hour urinary excretion of AM-715 was extremely low in
2 patients with severe renal dysfunction. Further investigations on the mode of excretion of AM-715 are needed
to avoid serious side effects and to adjust the dosage schedules in proportion to renal dysfunction.

Among 28 cases adverse reactions were observed in 2 cases, nausea and abdominal fullness in one case and nausea
in the other case. The adverse reactions were not so severe as to necessitate discontinuation of therapy.



