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D) B RAEEABIE BE ORR 558 LA EKICT 5 AM-715S © MIC #8IEL, Staphylo-
coccus aureus 22 B D' — 2 i3 1.56 pg/ml ¥ 3.13 pg/ml T » v, E. coli 3 #iz <0.20 pg/ml,
Pseudomonas aeruginosa 13 gD € — 2 13 1.56 ug/ml iz - 7z,

2) T RES X CRABRBITRER, WFhbiRE 2 BMSCLET RE 400mg &5 0L
1.21 pgfml, 200 mg &5 D340.65 pg/ml, OFFHE : 400 mg 5 DFA0.72 pglg, L HFKLM : 400
mg £ 50H4 0.21 pg/g, 200mg HEOFHE G 0.21 pg/lg Tholk,

3) B ABGRUBYE ot UM LI BRERTS R O LML, ERI6H, HL S B, R 6 K, &
W8T, ED ANEADEEEYRIZOLTH ~ N, BHER IR FTHLREL 1 Glichbii,

AM-715 i3, HHNEFEEIZL > TRRSh &R Fig. 1 Chemical structure of AM-715
A nalidixic acid & & RRMEHRT Fig. 1 ISR THE
EHL, 6fic7 y R Thric piperazine #4+ 52 & 0
PRETHE, Bic 6117 » RILAMIL, WRILAML F COOH
DL AETE L EREA S LT AR, GBS
BB S ABREICH LT bV REEEERL, B ’/\N N
RORA RIS ST 5, S, FHMEN K N \) C.H
RHORGS D 3WAICHEN, BAEEREREL 25

Bk s BRBRR TETORME BOTHET 5,

L & b Table 1. MIC of standard strains to AM-715

FREEI0K L B ARSI IEREABEED 5 b,
Staphylococcus aureus 224, Staphylococcus epidermidis

Staphylococcus aureus FDA-209P  £0.20ug/ml

Bacillus subtilis PCI-219 0.20
5 ’ P . o .

% roteu.s mirabilis 16 ¥, Pseudomonas aeruginosa Bacillus subtitlis MB-32 0.39
D#k, E.coli 3 4%, Klebsiella 3 fic>1nT 0 MIC &3 Bacillus subtilis ATCC-6633 0.20
EL, nalidixic acid ¢ gL, Bacillus pumilus YFD-3028 0.78

WEH L BRI LRGSR L, BT 4 Bacillus cereus var mycoides 156
29 RERIEHTAR L iz, stamp RFEEEY AL ‘ AT(;C-11778 .
TRMESAL, ISFRISRO O bRHIELRE &R Hcroocos Iysodeldes <on
Lk, ROEKO MIC 13, TablelicR&hks k< Soened =

Proteus vulgaris MB-838 0.20
C Staphylococcus aureus FDA-209 P 13 <0.20 pg/ml, .
Pseudomonas aeruginosa 6.25

E. coli NTHJ JC-2 ¢, <0.20,ug/ml, Pseudomonas aeru- NCTC 10490
ginosq NCTC 10490 i3, 6.25 ug/ml G -7, FREHHE

W01, - Staphylococcus aureus 228 » MIC 2, Fig.2 1.56 pg/ml r 3.13 pg/ml iz D, E. coli3 #ko MIC i3
=l kKR&hEZ L e, AM-715 0 MIC O ¥'—7 i1, Fig.2—2 pZ kL { <0.20¢g/ml G Y, Pseudomonas
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Fig. 2-1 Sensitivity distribution of S. aureus
to AM-715 & NA (22 strains)
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Fig: 2—-2 Sensitivity distribution of E. coli
to AM-715 & NA (3 strains)
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aeruginosa 13 #:» MIC i3, Fig.2—3 0= { v — 713,
1.56 pg/ml iz 3 v, Staphylococcus epidermidis, Proteus » MIC 0% 8 nalidixic acid 124~ i35 HIiZ HELTD
mirabilis, Klebsiella sp. i3, Table2 DZx{ Th-7T, BT Dbl
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Fig. 2-3 Sensitivity distribution of Pseudomonas aeruginosa
to AM—=715 & NA (13 strains)
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Table 2 Distribution of MICs against isolated strains
Oreani MIC (Ug/m1)
AT 1<0.20[0.39 | 0.78 | 1.56 | 313 | 6.25 | 12.5 | 25 | 50 | 100 |>100] Total
S. epidermidis 3 2 5
P. mirabilis 4 12 16
Klebsiella sp. 2 1 3

0. hEE VRS, LEERREREEARE

Rtk 141 & ESURKIE 2 510 AM-715 OBITIRE % §
BT, fEFI RECBHINRITEE b5 v i3 LR ER
RARMATEE Rtk & U, BESSIE 2 BERATIcAR %
FRAT & EHH & RRIciRILE 1770, Ig83 —20°Clz i
BLEDObLARICT25 4 R L, buffer ©3FEHFRLT
WHBE RS ERE (AEH Insonator Model 200M) iz
THF 200 W, 2~2.3A 2043 homogenize L, 10,000
EEIOX M 0BHEILE Lz, %00 LikkL
Lk, E7eiid 1,000 G4z S 43R 00k s & 50
LiRtkE Lie,

RIEH & LT E. coli NIHJ IC-2 #{&HH, 18—
AY7a—Sa U EICIERLEE | B&E R — h A
v7a=Y3v7 43 10ml iz L, 37°C 18~205%
MR 0.1 %2 bk 7 4 % 7 it AL, 7

Bhy FHRICTRE L., BRELLTIZRAKOFRIT
0.1M Y »EiEMia% pH 6.5 TIT R iE# dhigiz Fig.3 o
RICRIFRERMEEL T L, 5z Table 3 2574,
WERLEOKRE 2% T, M P BEIRSE
400mg DA £ 1.21 pg/ml, 200 mg D34 0.65 pg/ml,
AZERYETIZ 400 mg DIFE 0.72 pgle, LLEFREEE T2

Table 3 Concentration of AM—715
in serum & tissue

" Case [Name| Body

Age | Sex | weight Dosage | Tissue (Ug/g) |Serum(ug/ml)
NOIIHS. | 4skg |400mg [Tonsis 072|160
No.2| T.T. Sinus
S0 | F 46kg |400mg membrane 0.21 0.82
No.3] A.H. Sinus
26| M 52kg |200mg membrane 0.21 0.65
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400mg DiFA 0.21 pg/g, 200 mg VP AL 0.2148/g8 ThH
-7,
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RYEPE R 1241, RMRHER OF, Hiim2 4, i@ikd
ER3G), @EhERIENE 9 Hlof3ISHIC > K
BRETR >, 20OHEI: Tabled D Z L ThHo
7z, 2] 1[E200mg 1 A 3 @4, 1 A&G600mg s
THIMIE 3~16 HTH - e, BIRMEICONWTIE, BB
DRTROKME TS,

%2 KAEE® I BB EClcEAIRAEEL, BT
RicELWEEN ARG, D,

AR RAEEH 6 BB ETicEAmRSMEL, B
Rom#ENRAL LN LD,

DRBR AL T A B TEROBERE LW
IFTROB\ERALNIZL D, HBVI 6 A HETICE
RIZER L THRIROBEFEFVFES TRV LD,

8|2 KRR E % b ERERPERETHIROKED
Ao b D, HENEERREICS»1bLFER
BOLUCRFROELLIZL D,

Fig. 3 Standard curve of AM-715
Std. bac. E. coli NIHJ JC-2
modified MULLER HINTON Agar
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EDOFEREE LD L Table5S DIRICHKZI6H, £5
SO, RLEHOH, BHSHT, EDHEBEADEL
FYHIT60,Th o7,

RIERI, ERLETHEX 1Hb-T,

212 1 Ak 600mg 15 2 B Bicihi & 1Rl
1AK% 300mg icHk+ 5 Lick ViR L%k4IAR
R SR Ch o Tco REFRIIFXERY LB LL,
MEMERE S L CRERIEITL TV AN,

fEFI9i2 1 AK600me 53 B BICTHERLH,
BBHITEBIRL, Lik2 AMMRRERETHo T,

Iv. % ®

AM-T715 (275 AR SRR 7257 C IR & hu 7= nalidixic acid
BERERERT, RPEEZIL 7 7 LREHEICAN
BIEEERTE»Y TR 77 ABHREICVHENE
LbotadhTn3, SELADIhOEKRTYE, BIRE
P LB BE iz 38V T, Staphylococcus aureus, Staphylo-
coccus epidermidis, Proteus mirabilis, E. coli, Klebsiella
sp. Pseudomonas aeruginosa £#k iz nalidixic acid iz}t~
BE0ICEALTH o, EPRE, BEBITRER,
BB X o vwihd &5 28M%T, DEPRE:
400 mg 5 D4 1.21 pg/ml, 200 mg 5 DFHA 0.65
pg/ml, QFEEHE : 400 mg #5DFHA 0.72 pele. LBA
¥R © 400 mg £ 5 DFA 0.21 pg/g, 200 mg HE5OHE
0.21 pglg Thol, MBBITRELZNET 56, SR
FIOEHRERIC DT E. coli 2 REE L LBET 14 %
I R e ERA LA 25, Fig.3noZ AR
PH 6.5 v EEEEIR D F 2 pHT.5 Y VBB EKIC S,
ERPEARBRRIA BT CRUEA AR A& 5 Z L #bd
ofc, HGBTRESHEMNEMET Ho7nTpHES
) vEEEROERERE AL,

B BAMERHASURSYLE i xt L T AM-715 1 5 200 mg
1 B3ME, I~6AREDTRE L, 2OBEDRERAL
B, TORKIEDION, HHSH, SLHEP6
#, %8 HITES, HEPHEADELEPHRIIOLTH
ofc, BICARRED baERER, SERkRICHTS
HFORREL, FROFAMERS b,



voL. 29 S-4 CHEMOTHERAPY 780
Table 4 Clinical studies of AM-715 (1)
Case |Name . Dosage |y Total|  gymptoms & Side
Age | Sex Diagnosis Organisms gzxslg (day) d(cg;;e Progress Response effect
.1 |HY. ; redness (+-+4+) _
N‘;sl M| L) Acute otitis media | E. clcacae () 600 8 | 4.8 pus (H—+) Poor )
NF-GNR it
T.0. | R) Chronic otitis medi P stuatiié_H) redness (+}x+)
No. 2 | T.O. | R) Chronic o media X _
17 F | (Acute exacerbation) |S. haemolyticus 600 15 9 pus(-H-)——-(s-I-) Poor -)
except ABCG
¢
No. 3 | T.S. | L) Chronic otitis media| S. epidermidis otorrhea tH4-) _
31 F | (Acute exacerbation) (1] 600 7142 redness (+-) Good (-)
N‘i'94 Yi:M' R) Acute otitis media 600 6 | 3.6 ?etg'lf;:s E_:_;::((:; Excellent| (=)
" e otalgia ()
Ng-ZS OL | R) Acute otitis media & NE.GNR gy 600 | 5| 3 |redness Excellent| (=)
externa swelling ¢
No. 6 | K.Y otaliga (H—)
34 M| L) Oto-furuncle S. aureus (+) 600 8 | 4.8 [redness (H— | Good -)
swelling (H—)
sore throat (+)—)
Ng.57 s‘g«' Acx:te ki’]cl;'t?ax 600 6 | 3.6 |redness (- | Excellent| (=)
onsts pus plugs  (+}-{)
i sore throat (Hy—)
No. 8 | Y.T.| Acute lacunar § Jaemoticis) 600 | 4 | 2.4 |redness  fth—+-) | Excellent| (-)
P pus plugs ()
No. 9 | T.T sore throat (+)}——)
2'3 M Acute tonsillitis 600 7 | 4.2 |redness (+}—{ -) | Good (-)
pus plugs  (+)+-)
No.10 | K.O. [ R) Chronic otitis otalgia (+)—) .
37 | M| media 600 | 10 | 6 | edness (o) | P2 -)
Nodl |\ MN-| 1) Oto-furuncle 600 | 5|3 |otaEn ) | Excellent| (-)
Dizzi-
No.12 | K.O.| L) Chronic otitis 600 2 | 1.2 |redness (+H{H
s | F | media NEGNRE) | 300 | 4|12 |pus (o | Poor|nese
No.13 | N.M. " . otalgia (H—{)
2 M | 1) Acute otitis media | S. qureus ¢t 600 3118 pus o Poor (-)
(-)
Para-
) cente-
otalgia H— sis
N‘{'314 MN} R) Acute otitis media - 600 8 | 4.8 |pus  HH—H | Poor tym-
swelling G pani
per-
form-
ed
No.15 | K.S. P~ Q -Streptococcus sore throat (H—)
42" | "M | Acute tonsillitis reprococtiy| 600 | 4| 24 | o | Excellent| (=)
c s NF-GNR ()
Ng.816 MMY .| L) gllgﬁgxc otitis P. stuatii ) 600 | 10 | 6.0 |pusti—tth Poor (-)
No.17 | M.T sore throat ¢Hj—{—)
45 M | Acute tonsillitis S. epidermidis 600 4 | 2.4 |red ¢ | Excellent| (=)
swelling ()
No.18 | K.H.| L) Chronic otitis media otalgia ()
52 F acute exacerbation | > aureus 600 3 (18 [red ﬂ-l-):’(:) Excellent| (-)
pus )
No. ] ia-
311 S Tﬂ' Acute tonsillitis Micrococcus sp.| 600 5|30 :(e’ae throat g Poor ?r;?ea
No.2
350 YI';{' Acute tonsillitis Stg;}ftococcus 600 3118 ::;e throat Mﬂ A Poor (-)
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Table 4 Clinical studies of AM-715 (2)
. Dosage Total .
Case |Name Organi 1o (Term Symptoms & Side
Age | Sex Diagnosis rganisms ﬁf,“.é' (day) cz:)u Progress Response fleot
Ng.821 Ti;?' Acute tonsillitis S. epidermidis | 600 | 4 | 2.4 |3 throat GGIIIB') "E ” Excellent | (~)
sore throat ¢
NoZ2| AT Acweltunar i pneumone | 600 | 4 | 24 |1t " B Bceten |
pus plugs
No.23 | A.H.| L) Chronic otitis media pus i)
55 F acute exacerbation 600 7142 |red i) Good =)
. .. | GNR
No.24 | KK, L) Chronic otltis media Plaeruginom | 600 | 16 | 9:6 |pus b Far ()
No.25 | T.K.| L) Chronic otitis media | Nelsseria ) ) .
26 M acute exacerbation |S. aureus 600 12 { 7.2 | pustt Fair -)
No-26 | AT.| R) Chronic otitls medial 4. xylosofidans| 600 | 4 | 2.4 | pus ey Far  |(-)
otalgia (t ) .
No.27| TK-1 1) Acute oitis media | ¥eisseria 600 | 424 |pu & Excellent | (-)
. " ..| GNR
Ng.628 Z'g' R) S:Lx&n;;:ctgx;;nﬁg(‘i‘m P. aeruginosa 600 4| 2.4 [pus B Excellent | (<)
No.29 | KT-| L Acute otitis media 600 | 4|24 ;‘: ‘*“H‘), o) Excellent | (-)
No.30 | T.F. " . | Neisseria red (6
50 M L) Acute otitis media S, aureus () 600 4124 pus H4) Excellent | (-)
No311 RM.| Ry Acute otitis media 600 | 12| 72 [owsa i Trie |
- |GNR®
Ng.; 2 T.l;l‘ (D g‘}:g?: g;:::;;;‘g},m P. geruginosa 600 | 12| 7.2 | pusth—HH Fair -)
No33| T | R) Acute otitis media 600 | 4| 24 ;‘;’ﬁ‘“ﬂ"m 0 [cod |
No.34| KM R) Acute otitis media 600 | 4| 2.4 red i) Excellent| (-)
Ng’g 5 Yi:K' R) Acute otitis media 600 8 | 4.8 | otalgia ) Excellent| (<)
Table 5 Clinical results
Excellent | Good Fair Poor Total
Acute otitis media 7 1 1 3 12
Acute tonsillitis 6 1 2 9
Oto-furuncle 1 1 2
Chronic otitis media 1 2 3
Chronic otitis media
(Acute exacerbation) 2 2 4 1 9
Total 16 5 6 8 35
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3) =RANT, R, b S A W Ric

x ® 35 pipemidic acid DIMIAL, B M & HiK 23:
1) #28E B A LEREFERE, FRY VRS YL, 807~-827, 1977
AM-T15, X, 1980 4 MABA, FUEE, K M RE H:IHCHR
2) BERE A2 8 NBk—, B2 B, BA pipemidic acid @3 v b, =¥ RiTRBIFBER, 2
RH % iz 13 5 pipemidic acid o ERHR{EAE Pk X U4, Chemotherapy 23 : 2693~2706,
g, Chemotherapy 23 : 2966~2968, 1975 1975

LABORATORY AND CLINICAL STUDIES ON AM-715
IN OTORHINOLARYNGOLOGICAL FIELD

KANETAKA MURAI, SHUNKICHI BABA, JUN HONDO,
KEeN)1 WADA and TsutoMu HATANO

Department of Otorhinolaryngology, Nagoya City University, Medical School

Masao TSUKIYAMA

Department of Otorhinolaryngology, Tokai Teishin Hospital

TAKESHI MARUO

Department of Otorhinolaryngology, Showa Hospital

From the laboratory and clinical studies on AM-715, the following results were obtained

1) Activity of AM-715 was measured by the plate dilution method on 62 strains isolated from pathologic mate-
cials in our clinic. The peaks were 1.56 and 3.13 pg/ml with Staphylococcus aureus, <0.20 ug/ml with E. coli and 1.56
pg/ml with Pseudomonas aeruginosa.

2) Tissue (tonsil and sinus membrane) and serum concentrations of AM-715 were determined 2 hours after
an oral administration in human. In case of 400 mg dosing, the mean concentrations of AM-715 2 hours after were
1.21 pg/ml in serum, 0.72 ug/g in tonsil and 0.21 ug/g in sinus membrane. In case of 200 mg dosing, they were 0.56
¢g/ml in serum and 0.21 pg/g in sinus membrane.

3) AM-715 was used clinically in 35 cases of ear, nose and throat infections, and its efficacy rate was 60%.

4) Adverse reaction was observed in two cases as dizziness and diarrhea.



