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1. ERIESME E. coli, K. pneumoniae, S. marcescens, P. mirabilis, P. aeruginosa 1 XX P. cepacia
iIext+ 3 MIC i1, &FIAHEL T <Ch, MLX Xz hico &, &kvwT PPA,NA, PA ol Thofk,
2. NA it E. coli izxt+ 5 ZEXMtEiR A bhie ol

3. btk [EZIRE, BWkR, WEBR, BR, SBE iz ERFIGUROBRELFICER L &
B, EWIUE, ABHTH, 28230, BHIFATHRRIL TS, THOM,

4. WMEFEOCIZWHERE, W36, AE3IY, BEERIH, THIATH,

5. AWER L LTHE, BRENSSE L ACBEY bh, BRREEORELLTHBKRES,

GOT, GPT A& 1 flicEd bhl,

6. HERFIT, EVWHEARS FFLEAL, HBMEERL PRZWZ L2 b, ERZELTHY

W, FRLFRERLEZSTHS I,

# =

AM-715 % nalidixic acid (NA) $Ei&{L &4, 19774
BHYUIFET TR RIS ERAEATH 5. 6fLiC
7 v, 7{Lic piperazine ## %+ % quinolinecarboxylic
acid FEAE CHVHEEE L EBRER R T LEAL,
NA fitE KBS icx L TRAmMEEZ F&irv, #RIZT
R Eh, RPBICEH Pt s h 5, MOPRE
BICRPHEERE, HEEORRIEAL D LENL,
ARBBITIIA, B TIRRAEL, £RNTRIEEA Y
Rt 2 FicRkRE ko s 8t s h 3,

IhbORMEET 55K SEBERAICH G 2 B4
15, BEIEECHTIRBRENREIL L LI, B
KRN E T TIh O DERICOWTHRET 5,

. HRFHE

1. HREAREN

TS ERIR S BERR E. coli 228k, K. pneumoniae 21%k,
S. marcescens 21 ¥k, P. mirabilis 10 #§, P. aeruginosa
208k, P. cepacia 10 BRIz >\ T LS SEREEIC L
Y MIC % Q& L7z, BREifid 108 cells/ml & L, AM-
715 »iE»» iz NA, piromidic acid (PA), pipemidic acid
(PPA), miloxacin (MLX) o 4 ZEHlic >\ T b R ICH

Lz,

2. FRERAOERN

WRBABD 2 i3, ARERTOSBREEREC
KA R L L, BHEDHE WEFHHE, BFA0EE
BREREE~OEEB VW TRHN L,

FERBEAIE R, R#, AmKE FPHREASL CRP,
M, RHEOWME, FEREEICHES BEROTHE
EizonwTHEL, %, A%, L0FY, EB04R
B LTz,

MEEHHER, BoBRICXY, BR BP, BX
&, TF, FHLHEELE,

ERRR A, FRGGHIRCTTRIBR I REL,
GOT (EE# 1A 9 —27TEBREAL), GPT (4 —27 EBREAD,
TLHY 7 +R77H—+¥ (79—219 E B B f7), BUN
(6 —20mg/dl), » L7 F=y (0.7—1.3 mg/d]) izoT
REL, KM~DEBIcoWTLHREAMRY R LE

L B &

1. AREARESD

1) E. coli (Table 1)

AM-715 T, £ 6.25 ug/ml X b K\ MIC i%
fil, MHEKEALREPo, KW TMLX TR
0.4~6.25 pg/ml DRJICR2HRS A L, [FSKICTHERIZS
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Table 1 Distribution of sensitivity of clinical isolated E. colf to
AM-715 and other chemotherapeutics
Drug No. of MIC(«g/ml) inoculum size 10°/ml
strains | <01 | 0.2 | 0.39| 0.78 | 1.56 | 3.13 | 6.25 | 1255 25 50 100 | 100<
AM-715{ 22 2 13 5 1 1
MLX 22 4 15 2 1
PPA 22 6 12 1 1 1
PA 22 2 12 5 3
NA 23 3 13 3 1 1 1
Table 2 Distribution of sensitivity of clinical isolated K. pneumoniae to
AM-715 and other chemotherapeutics
Drug No. of MIC(zg/ml) inoculum size 10°/ml
strains | g1 | 0.2 | 039 | 0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 | 50 | 100 |100<
AM-715| 21 3 13 1 1 1 1 1
MLX 21 15 1 1 1 1 1 1
PPA 21 1 10 7 2
PA 21 3 15
NA 21 1 9 4 4
Table 3 Distribution of sensitivity of clinical isolated S. marcescens to
AM-715 and other chemotherapeutics
Drug No. of MIC (zg/ml) inoculum size 10°®/ml
strains | <<0.1 | 0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 50 | 100 | 100<
AM-715 | 21 1 2 6 4 1 4 2 1
MLX 21 8 5 1 4 2 1
PPA 21 3 7 4 7
PA 21 2 8 4 7
NA 21 5 8 7

bBhTWiw, LiL, PPA Tix 1.56~50 ug/ml, NA
Tit 3.13~100 pg/ml, PA T3 12.5pg/ml X Y &
MIC 1243 L, 12.5pg/ml PLED Tt 12 & &« 3 8
(13.6%), 6 ¥ (27.3%), 22# (100%) @D Lhi=,

NA b AM-715 L oRICZZEX kRS bhird o7,

2) K. pneumoniae (Table 2)

AM-715 Tix, 1%k 25 pg/ml » MIC 7R L7ziEH3,
25 6.25 pg/ml X D {Ev MIC iz i L1z KW T
MLX, PPA, NA, PA OJECH o7z, 12.5pg/ml X V&
v MIC #5RUMtERRIX, AM-715 T 1§ (4.8%),
MLX, PPA T4& 4 3 # (14.3%), NA Tl (52.4%),
PA T 21 # (100%) Bw bhilc, NA ¥ AM-715 L

FHC R RIS bhiedh o7,

3) 8. marcescens (Table 3)

AM-715, MLX 3t 1.56 pg/ml L F 33 X Of 25 pg/ml
Dz —2s 2B+ 5oz L, PPA, NA
3 6.25~12.5 pg/ml DLTF &, 100 pg/ml Sl EiZH3H+ %
ZietE &R L, NA fittdkiz AM-715 it L T 4 it
T, BREERH LR,

4) P. mirabilis (Table 4)

AM-715 it 0.4 pg/ml X b K> MIC %78 L7c#kas
9Bk T, 50pg/ml » MIC # R U7c#kA 1 Bk Y, MLX
IZRBWTLRELEmMZRD 72 25, PPA T 3.13~6.25
pg/ml @ Bl IS/ L, NA TiZ 6.25~12.5 pg/m)
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Table 4 Distribution of sensitivity of clinical isolated P, mirabilis to
AM-715 and other chemotherapeutics

No. of MIC(#g/ml) inoculum size 10¢/ml
Drug | strains [<0.1 | 0.2 ] 039 | 0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 | 50 | 100 | 100<
AM-715| 10 2 6 1 1
MLX 10 9 1
PPA 10 5 4 1
PA 10 7 2 1
NA 10 2 7 1
Table § Distribution of sensitivity of clinical isolated P. ageruginosa to
AM-715 and other chemotherapeutics
Drug rsqt?z.air?sf MIC(£g/ml) inoculum_size 10¢/ml
=0.1 0.2 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
AM-715| 20 6 7 1
MLX 20 1 4 10 1
PPA 20 7 9 1 1
PA 20 20
NA 20 1 1 18
Table 6 Distribution of sensitivity of clinical isolated P. cepacia to
AM-715 and other chemotherapeutics
Drug | No: of MIC (ug/ml) inoculum size 10¢/ml
stralns | 0.1 | 0.2 | 039 | 078 | 1.56 | 3.13 | 6.25 | 125 | 25 50 | 100 | 100<
AM-715 | 10 1 2 7
MLX 10 2 8
PPA 10 1 9
PA 10 2 8
NA 10 10
ofiz, PA T 50 ug/ml Ll Eo MIC iz 28k L 2. BEEERLER

7o

5) P. aeruginosa (Table 5)

AM-715 Tix 0.78~3.13 pg/ml iz 19k 23> L, 1k
DX 25 pgiml ThH Y, MLX Tix 1 #ko 4 6.25 pug/ml
T, R D 198k 12.5 pg/ml LLEDTHERE TS - 72, PPA,
NA, PA (23 L TIEWTHh b THER T D - 72,

6) P. cepacia (Table 6)

MLX Tiz£2# 6.25 pg/ml LT TH > 7223, AM-T15
T 1 R A 6.25 pg/ml C, o 9 Bkix 25 pg/ml L E
OTHERTH D, NA, PA, PPA (23 LTH b £8iHE
‘KThot,

KEZILRAE 2 47, kiR 241, SBE 14, EEBtR
T8, BEBERSH, BRTHH2MPIFA TG LY
(Table 7),

AREFISH, ABEH 9 Hl, FIH, kIsplT, F
B3 205% 0 H8TERITAM L, 40RRLA L1347, 39:RLAT
R TH 3,

ERRBXIOFTHLTRY, ZopNFRmE2 M,
RER&R 26, MBRBESRL, OF2, BRLE /-
XY v ER, BERE WRES 1 HIToTh 5,

58z, 1[E200mg 1 {3 ES2140C, &Y3IM
i, 1[E100mgl B 3 EXi:4EN% 14, 1[E200
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mgl B 4EM®1HITH B,

HELR, HE3H, REETH2 T AMLN
154), 8~14AM64), 1SALAE3HTH oM,

RHERFER, 1ISHAX VMen@EARMEH, 9HIH
g, 6 2MOENRAE L TRIHE M,

BoMEL LT, 77 2REREOASBRBS hi
OR12FITRA Y TH BN, 75 ABMERESHMD B
Wi T ABRMRELBALTRBEAERR I D
2o

AT, RS, B 3B, REIH, B
Ri1flcholk,

MERRYICIY, EBIG, BRTH, Lu/3IA, &
3 PTHDUEOERIZISH (HRHE 750%) TH-
- (Table 8),

BER L LT, B%, EHEMRLE1HTEDL
h, BRREMERER L LTI, FBRHE, GOT, GPT
ER$ XU BUN, Creatinine R4 1l TR HbH
1< (Fig. 1),

m. = %

AM-715 12 nalidixic acid $URILAY TV HLEITENE
LR R RS b5 AEAHT AROSRIER T, NA
itk E. coli iz L TR ERMmEERE T, A K
& A, WBITRERIFT, Fai EABIE RS kit
EhaMEl+5,

ThboMERT 25K EBRMICIERALAELT 5,
EifiBizix Table 9 io57+ i<, E. coli, P. mirabilis ¢
R ERIIMDETL, S marcescens, K. penumoniae
TIRBERELIBLPERLEALDZH, FEDHD WX
ZRERLEBIL DY, P. aeruginosa TiZ2PITRED
DVRHEZERER L,

HRpR SRR D MIC 64T, E. coli, P. mirabilis
X kB MIC GiRLE X h, K. pneumoniae, S. mar-
cescens, P. aeruginosa {31 {gv> MIC ClHILEh B8 H
5K, #v MIC TLABES Ve 26 h
TRY, BEMIC 2RMLIEEETH-o, LL,
P. cepacia ¥ SBE #ix, SBPC, MINO, ST &% T#

Table 8 Summary of clinical evaluation

No. of Clinical evaluation Efficacy rate
cases |Excellent| Good |Fair|Poor (%)
Tonsillitis 2 2 100
Bronchiectasie 2 2 0
Cystitis Acute 3 2 1 100
Chronic| 4 1 1 1 1 50
.. |Acute 3 3 100
Pyelonephritis Chronic| 2 2 0
Acute colitis 7 S 2 100
SBE 1 1 100
Total 24 11 3 3 715
Table 9 Summary of bacteriological evaluation
Organism Eliminated | Decreased |Unchanged |Replaced
P. aeruginosa 1 2 1
P. cepacia 1
S. marcescens 1 1
P. mirabilis 1
Alcaligenes 1
E. coli 3 2
K. pneumoniae 1 1 1
E. cloacae 1
GPC 1
a-Streptococcus
S. epidermidis 1
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Fig. 1 Laboratory findings before and afte;y administration of AM-715
U U GPT U Al-P mg/dl BUN mg/dl Creatinine
4004 z 30 3.04
2004 400 -
\ 300-
100~ 1004 20- 2.04
2004
501 50 104
100+
= TS — ]
B A B A B A B A B A

90H FITAHR %, SARBIICPEL, KA Z88HMAV 225,
FBREET L2, 6 YBLULELBBLTERY, XE
DEZMEP LV ETERTH 2 E R DI, BEEVED
L7, HIEEB X OCFARFEREGEA L7z ST, MINO 0
HBLHHLDOLEXLNBMN, P. cepacia izt B SBE
BlomEe e LTERIIET 5ARRETRIVWhLLEEL
bhs,

RIS EE I T 2 R R OBERBIR T v FY v
LOBEICE nE, REBRRYE 86.3%, IRIRIRRILIE
67.29;, MBEBYAE 90.9%, FBE £ 0 itho BikfE 86.47,
DEHRT, KT B0% OEPRTH oM,

B4 DEtLIcER T, Table8 ix+ 2L < T,
BBR 10095, IRERREYLIE 66.7 7%, Rtk 1007, K[EX
FEARIEO %, SBE100% nEHETH Y, 2 TI244)
DIBFIREHE I IENTEHE 750% Th o1,

HERAT, RHEOEE BEHOFEXLLERL
ZdhER oA, SHEREBRYLE, BRTORKR

ERAERIL, REIHH, B~0BTHEIVZ LERBL
TWaLbDEEXLNRE D,

AFNC X ARWERA & LTR, £EE£H CELRER
MERIER, TUAX—FEREOMPE 4TS i2HbRT
BH, BeoRdL24ftiz, ERAMREBE XUES
BE 1 FIcED b,

7, ARREICX SEKREEER L LT, 28
#3Tit GOT, GPT, AI-P LR 3, 4 0EA¥T
0.1~1.2% ikxbh, TOMOREREME L LTI,
B ERED, FEEERIESE, BUN EHR 0.1~05% kK4
LbhTw3,

B4 0Bz, GOT, GPT k&, BUN, creatinine
R, BIUHFERHEERE I ARD LAY, Th
LOEWEAR X UREERE R, SLTFLLARLORR
BRI EY LEVLDLH Y, EHliconwTEEE
Mz THE,

L. f#EHLSK. 6i% XEXHELE
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AFE% 3 B AL, BEERGE R Y
A Chok, FEROKRA DD —KF AMPC 1.0
HIRICEE Lkifici, REROFR - L X
p, AR X AWLBRIER L EZX DB, TRAKIRE
LYy, EEASOREIRMMRITOATVWS,
OFxLAMoI LTIV ZABIZEB LIZERICL
Ve

2. EM10. YH. 28 AMBA

AFEE% S AR, B L CKEBMICEERS N
HRELERDEERELE, PLEERBIIS YV Fay,
RyEIVREDORTHBLYE, hoRA»HEESNT
Wi HARIC X 3 ARV A, BT iz GOT
S0IU, GPT 411U, Al-P4121U s EEDOFTHERER
TUBRI4Y, LHRREELABRATWREZLXY U 4
VABRRLEZ DN, EOEDORBOFEMELEET
-3/4AN
3. fEMNT. TK. 405 (IRERBRE, BEBEIZER,

iR, IFEREREELE, FERR)

AR ERI X ) FERES (25%) A LhTRY,
AR EHEIC LR (46%) L, HTEMprz L, #
Eebigiziz 15%, Fi29 % ERPLTW3B,

HBRELOREIIEET 3 bAHT, HREDOH/S,
BRUKEEDPLTVWR I RbADBNRS, #>T, &
FlLIFBREL L ORRBRIT, Fo& ) S¥HRVAE,
L B3T7vAX—DOEELHZZ LD, TLAF
—HOHBRMETHI T LLBETER Y, ¥, &
Hix 51 BUN 2% 9 —»23 mg/dl, creatinine 2% 1.2—2.4
mg/dl ¥ FH L3, BECBZERNRHY, DALY
Bi4 BUN, creatinine i REEAAONDZ LD Y,
DD THAH LEXDISB, /238 ATz BUN,
creatinine ¥ §, 19, 2.1 mg/dl L{EF LTV 3,

4. $E4120. Y.H. 205 2B IBR

RXY E. coli,, #ikfuX v Propionibacterium ok
ShiciEfle, FAZEIAB L Y ERELL, RPAH,

MR & bk L, UL, DHLehHIM i B2 7EME
KW BB RTIIENBINLEBLTVS,

BeE5RABA A 2 BB ONREEIC 1 ENEHS 4 6 h
(#ki8 38.8°C), #5-6 A B ofiTHkEMRAEIC T, GOT116
IU, GPT1211U & LA A, AXIZ8 M
2T, BERBRLALh TP LELE,

Fo%LEIC GOT, GPT o EANA LR D, T
BEEREICOLEPES & TRIBE B> T, fERiE
2L ivikdhl YAEONRBEBRKIc, RKpeLlixln
Y, E0HOEBIRHATH S,

RigoRETI, GOTS6IU, GPT621IU L& TF
FAHRBRTV I,

AR, FIEREIL TR 6T, KA L oERM
Rixds LEXONDN, #EAID GOT HPIEFKKLR,
GPT p:REBTRTHZZ 0, BEBRICET L
TRG2OFRBICEBL TV EREELEEITEL
wWiBbha,

5. fEM19. T.M. 282 SBE (M.I)

P. cepacia B & iz SBE ¢, A% % 1 A 600
mg 88 I 5 L BSRIEAB X 1, HMEREBEORE
BB obhkholt, GOT36—-231U, GPT 32—
121U, Al-P 207140 IU, BUN 17->14 mg/dl, creatinine
0.9—1.0 mg/dl, WBC 4,600—4,700, Eosino 4—+2%, RB
C 425413, /MR 17.8—192 F L £ BRERED S
hih oo, LEMEH COREREHIE, 60H[H 36,000
mg TH Y, FPRFICRHPMEELEPLVXX 5,

ARXOEEIL, HE28EAFRCEREEERE, FX
Sy Y H AM-T15 (7, 19804F) 35 LU, AM-715
DOWFFES (R, 19794, 19806F) IZTREK L,

x ®

) FBEIAFLEREFRRK, FR XY 4
LI, AM-715, B, 1980
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CLINICAL EVALUATION ON AM-715 IN THE FIELD OF INTERNAL MEDICINE

AKIRA ITO, KUNIHIKO SHINDO, ERIKO MATSUMURA, ICHIRO MARUTA, MITSUO MUROHASHI,
CHikAo Suzukl and KoHkICHI FUKUSHIMA

The First Department of Internal Medicine, Yokohama City University School of Medicine

YOHICHIRO KAMINAGA, YOSHIMI SATO and NORIKO SAKIYAMA

The Department of Central Laboratory, Yokohama City University School of Medieine

Antibacterial activity and clinical effect of AM-715 were evaluated and the following results were obtained.

1) The MICs of AM-715 against species of E. coli, Klebsiella pneumoniae, Proteus mirabilis, Serratia marcescens,
Pseudomonas aeruginosa were superior to those of MLX, PPA, PA and NA. The MIC of AM-715 against Pseudomonas
cepacia was only inferior to that of MLX.

2) AM-715 was administered to 24 patients with several underlying diseases in the field of internal medicine.
As the results, clinical response to AM-715 was excellent in 11, good in 7, fair in 3 and poor in 3 cases, and the total
efficacy rate was 75.0%.

3) Side effects were observed in 2 cases: eruption in one case and gastrointestinal disorder in one case as the
subjective symptoms. As the results of laboratory findings, elevation of GOT and GPT in one case and elevation
of BUN and creatinine values in one case were found. Increase of eosinophile was found in one case hematologically.



