VOL. 29 S-4 CHEMOTHERAPY

708

ERARERIC I 5 AM-715 OEFISH

RE BR-RA ®-F BE-BHE OB
gok IEBT-ME BiE-H F K

NRK K 2 B W A e A 4

FERMEHR AM-TIS [onT, MEPARNE 2 CHEMITNE R 5 120 EMAR SR
ERBABEEAEITIN, ROKRES/N,

1) AT 3 EROREHRRE 1T - kEE E. coli, Klebsiella, P. mirabilis L bA&liz
MLX, PPA, NA {28t~ in vitro DIBETEMIR—B L <, MIC i2 AM-715, MLX, PPA, NA DONf
2BV, %I P. aeruginosa, Serratia (=3t 2B A ML I KR TED TRIFT, ZORKED
ER OB TRIKMER L LTORBEBD LR,

2) FFOREMBITIZONTIY, BEMBEDOK S0, OB MMEE RTLONBHB—F, ¥
ABITESH TRERBITOBNLOLDLY, I62X8Aa6N3,

3) BRI & LTHR, REOBYEISHICMERAL, H2H 807, Q8HIHD) DR E B, %
ORRITREBRIE TIR25PP23MESD, BRANBYEETi 6 #i 3 4], SMEBBYGETIX 24P 1
#l, REFERE | FIRETAENAEDTH -, REBYSEICI T 5 MERORIT, 255P23HT
E. coli %+ 3 RBEEDOWHEKE 2z,

4) BHERIZRBRT<ELOEBHTVAEN,

ZL®HIZ

BEROERS X CRBBIE TR, EFERES T A
BiESEicEET 3 EFEML, BARROEEMEN
Bifish, ToxXEL LTREL THRE OHEA»R
BLTW3BR, Zodho—o8%) VI AELrBRD
ARHEXNTHB, ThHLD I A—7RVWFhb* /Y
v B%X4ECBE iz nalidixic acid (NA), piromidic acid
(PA), pipemidic acid (PPA), miloxacin (MLX) 7z ¥ »%
b3, SEIHHMIEMTRIFERTHMRE S h it AM-
TMSRBOLFLVF ) Yo h vFy BRO BOAKRRE
AT, 6fic7o®, THRERFULREETHZL

Chemical Structure of AM-715
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g LoBgLEhTWS

AFi2 ek D NA RERic LT in vitro OHETE
HIRR—B LML, VT LBEREOLLLY, V5 LE
HEIC L2 ) OHREAE R L, £ —80 NA @it
wion LT O HEEEE R L &h, RIRE T34
BHRRAREROP TN LFEMEh TN 3,
EHTE B LELLLEORVWEAT, BOKs
ICE DHEE2 S X <BIREh, KRNTIZEE AL YRS
EZY, KELIPREMEDO T E, L LTRB~P
fEhs v,

4E, bhbhizExFlizonT, FEIMERICHTS
HEARR, B{EHOBRMBITRLOXBERYITS
Libiz, EMARBRICKSITI 2 REBRELPLLT
BB T A RRIEH ERBED T, ZOMMLR
Et5,

L BWRB

1. BEERAMEKDOBIES T ’

ERARBUROHR (FE, 1), RERICLBAIR
o E. coli 32 ¥, Klebsiella 18 ¥, P. mirabilis 114,
P. aeruginosa 15§, Serratia 108, S. aureus 24%% iz >
T, AM-715 OHEHRBRE ERXZRBREC X V1T
vy, MIC #JlE L, NA, PPA, MLX 0 #h L Hkig
ML, RBREER BRLEREFRICIVED LR
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Table 1 Sensitivity distribution of clinically isolated bacteria to AM-715
Inoculum size 10® cells/ml ug/ml
MIC
Organism <0.05 | 0.1 {0.2 {0.39 [ 0.78 | 1.56 |3.12 | 6.25 [12.5 | 25 | 50 2100
Strain .
E. coli 32 3 19 9 1
Klebsiella 18 10 1 2
P. mirabilis 11 1 3 1
P. aeruginosa 15 6 4 3 1 1
Serratia 10 2 2 2 1 1 1 1
S. aureus 24 1 4 11 7 1

EHFEHEICMUTITRY, M@k, REgEEe L
(Table 1, Fig. 1, 2),

1) E. coli

32812317 5 AM-715 © MIC i3 K43 4% 0.2 pg/ml
LUFicaL, MEMEO peak it 0.1 pg/ml icBH Hh
72o —J MLX i3, 0.2 pg/ml~6.25 pg/ml o iz &
ZHEONHRH LI, AM-TIS TR TIHE NI KBR
{£<, 0.39 pg/ml (& D peak BN A& b, £72
PPA, NA 03D peak iz Eh £ 3.12 pg/ml, 6.25
#gimlizd b, FH MO 3 Flic@e~ in vitro DHIETENE
B—RLENZ LEBDOLAN,

2) Klebsiella

188z BT B3 AM-715 » MIC 2 kKifi4 4 0.2~0.39
pg/ml OEREHIZH B DI L, MLX, PPA, NA 0%
#:o peak i Fh Fh 1.56 pg/ml, 3.12 ug/ml, 6.25 pg/ml
2hHY, AM-T15 OHFES B0 3 Kok, 2~3 B
BFH<hTwnaZ L2RH »dbhl,

3) P. mirabilis

P. mirabilis 118k Cix, A F o MIC i3 K#H 45 45 0.2
pg/ml~0.78 pg/ml 24345 L, MLX, PPA, NA [z§~
T AM-715 ie 4+ B BRAER M X D EVMIC itH 3
ZERBHLNS,

4) P. aeruginosa

158 D RE Tix, &K © MIC i3 KB435 0.78 pg/
ml~3.12 pg/ml ORIz AL, fho MLX, PPA, NA
ERT, B BN ERE A LTRLTNS,

5) 8. marcescens

10k DREIT T, B DO# T 1.56 pg/ml LATF DMIC
&Rl

6) S. aureus

S. aureus 248 12 513 5 AM-715 @ MIC o peak i3,
1.56 pg/ml iz @B Hh, o MLX, PPA, NA kit L,

OBt d MIC B—B LENWZ L& 5 P¥bET
w3,

7 HEHOHE

LLE AM-T15 otifih % MLX, PPA, NA LDl
T+ 5 L, E.coli, Klebsiella, P. mirabilis ¥ % %
Flizfth o> 3 HizEE~ in vitro DHEETEMER —B L3,
MIC iz AM-715, MLX, PPA, NA O}z (&b o7z,
%z Pseudomonas, Sereatia, iz xtL Tix, AHOHE
Ao 3IFE ) —B L BREFT, ZORKOENOPT
RERRERL LToEE B LI,

2. BRRMBT €M, FA~DBIT)

AM-715 200 mg 1 El§E O 5% O B RHEBT& E. coli
NIHJ JC2 R RER L+ 5 WB» v 7R THELE.
RBEEEARICE, 1/15M BEGEK OH 7.0) 2§
R U7, xki3 9 FIOER THBREIAK 200 mg 0
#E5L, KRRGHEEOMEM, ¥k BELEERL,
BITRE LR Uiz, FEHRR : TORMIZ B %505
~4FMSSHTH Y, WM RET 9 HF S HFNE
AT, B 0.29 pgiml DRE RFoh, BkMRE
DRSO %O BE I BEBITERT LORHZ—h, &
MBFOEVWLOLH Y, BRMBTICIIZYOEL
SERB LN, ERERP~OBITbILBHEREL
N 5EEBR & vk (Table 2),

II. EERREER

AM-715% ERAHSEROBKAA L LT, RESE
$E2547), EBMANBAE T OMI0F, H3ISHIHEA L.
$E A8 1 B 300 mg (4 3 #5) oEOgs Y,
BEAKIZ4~TBETSH 5, HKARED —J Table
3, 4iTRLE,

1. RESERYLE

AH 2 REBBIRE 25 FlicE A L, AHRIZEIERE
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Fig. 1 Sensitivity distribution of clinically isolated bacteria to AM-715, MLX, PPA and NA
% o0 AM-715
100+ X x MLX
E. coll @--—-—@ PPA
O—-=eee= -0 NA
50+ LA
PN
’ ~
\ - Y \
\ J 'I' \ \\\
/ 'I ‘\ \
s N b‘_~-
X /"’:7\"\"\\. oo
<0.05 0.1 0.2 039 0.78 156 3.12 6.25 125 25 50 2100
%
100 4
Klebsiella pneumoniae
50
L) T
2100
%
1004
Proteus mirabilis
504

2100




DEC. 1981

708 CHEMOTHERAPY
Fig. 2 Sensitivity distribution of clinically isolated bacteria to AM-715, MLX, PPA and NA
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R 24 5, BAEBIMER 1 PITHS, BHFRIZ1A
100mg 43 it LTRORE LERA KT 4~T RICRk
FEERER 1,200~2,100mg TH B, EHRERE E. coli
2045, Klebsiella, P. mirabilis, Enterobacter, Citrobacter
YUt Enterobacter L S. faecalis BTE, Eh¥hl
AT, wFhbIEIC R EE 105ml PLEER S L
w3, BEDROHEIRTHEOMHE, BRERD
Wk, %E, RUEEFREDL LT L, 3 BUARRBRD
BoWK L B HMFTROBRE R L O EFY (1),
REEoHk L AENFTROEKERALNE LD EH
#H(+), RAEOWER LA D EEY (—) &Lk, UL
oS RBRBLE ORMIE, 245hEZI3H, B0
PoRERE, ENIRTHok, TP E. coli 3
Rk VRSB TH 2 2EH KL 5 A%, A
REFROBEL R LN, RPE PR LT Entero-
bacter ¥ Proteus sp. BRHENWER TH 5,

KicFESHE IV iz &0t L L BEBERRO 1 5] GE
§5) iXRh & v Enterobacter ¥ S. faecalis # 2 FH
AR Ehe AL 4 ARET 5L, BRERTS
CeRPEOMERA LT &R L HE L 7= (Table 3),

2. RENEBRE

FEAMA I, TERBBRRIF, 6HlcANE
FRALRE, 1 B##5 T 300~400 mg (4> 3~4), &5 H
it 4~6 BRI CH B, KEOREATELLE T AFRE
k) TEHMBENFTRY 3 BURICKREL, TO%HE
BLISRAEAR () L Lz, LLEDRBHE, FEN
BRI 14, FEMRBRTR 3G 2HARE
#TH o, (Table 4)

0 biER 1 0 FERBR, £H 5 OFERRER
RuFh b fiE®R 0BT, B2, THE TEAD

EEAGIESE, I SR HE T & WBab 22 DS AL 12 & 0 1hi
FLLHEMBENIROUSGE S, 6 AMOBMRTHARN L
WLk, R 2, 3OTENREHI, FR4~SAD
s b S TR, TGN, FEKHEMZ OB
KT RLEEE TR TH - 7,

3. HEARILR3E

WA 2~3 Wi R4 L e gLl (R T) kKIS
#%, SLEIORR, IRIBHHAL, WL LEDEIMIC
BYEHTHoM,

4. HMERBIREE A

LEG] 8 DSRETTAE, FEH 9 o BRI E PRIRE I A KIS
5~6 B, MIMHRIC XYV EB ChoN, ABHER
Klebsiella ¥ S. epidermidis, 1% 3% 1% S. epidermidis L
Corynebacterium ¥ H L,

FERN0DA N Y VIRERIIAF % 4 ARG LS
AOMFE AR LES L HEL, YIMET-x (I
X b E. coli 53%),

5. BRERRUROBIE

ULEDBEEDEXELHD L, REBRYYEKLBSITISHE
Bz 929 5HH235) ¥R, BHR), BRANBLE
13 6 b 3 B (HRR 5000), SMERRERLERR 2 4
| AR, REFBEBED | A TH b, ER
HLRR D 1 FlizERTH - 72,

Th b & RIEL2ER3SEIP, EZI134) (37.19)),
5G] (42.9%), %%h 7 41 (20.0%) THZHE 809, & v
5 KR b hiz(Table 5),

R BAAE DR AN OERIRE TiX, SMHEOH
v E. coli Tix2045 196 iz EEERZIIR 35 & U MEE THR %D
ERBDH LN, ZhiTHREEL LTHRICEITS
RN ABETHIZ LITERLTWS )L

Table 2 Transference to maternal serum, umbilical cord serum and amniotic fluid of AM-715

(200mg, p.o.)

No. | Case (After a::lrrirxlr':istration) Maternal serum | Umbilical cord serum | Amniotic fluid
1 | K.N. 50° N.D. N.D.

2 | TY. 1° 10 0.21 N.D. N.D.

3 | EN. 1° 20 0.32 0.11 0.19

4 |Y.S. 2° 0.24 0.06 0.06

5 [S.T. 2° 05 0.11 N.D. N.D.

6 | T.I 2° 30 0.14 N.D.

7 | S.S. 2° 40 0.31 0.29

8 | S.C. 3° 0.23 0.12 0.09

9 | K.Y. 4° 55 0.33 0.18

# N.D. <0.05 ug/ml
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Table 3 Clinical results of AM-715 (Urinary tract infection)
Urinary
Organism Treatment Symptom sediment it
No. | Case |Age Diagnosis Daily | Dura- Effect
Before After |dose | tion '{ota)l B A|B A effect
(mg) |(day) | ‘™8
1 |R.N. [ 45 | Cystitis (acute) |E. coll >10%/ml| (=) [300| 4 (1200 + — [+ — | # -
2 |H.T. | 25 | Cystitis (acute) |E. coli >10°/ml| (=) [ 300 6 |1800| + — |+ — | # [ _—
3|Cs. | 28 |Cystitis (acute) |E.coi  APEC | (-) |300| 6 1800 + - |+ | & | .
4 | K.M. | 44 | Cystitis (acute) |E. coll =) (<) |30 7 |2100] + - |+ - + -
5 | T.T. | 24 | Cystitis (acute) |E. coli ) (-) | 300 4 (1200 + - | + - + -
6 [T.N. | 35 | Cystitis (acute) |P. mirabilis (=) (-) [300| 4 |1200( + - |+ —| # -
7 |T.S. | 73 | Cystitis (acute) [E. coli (=) (=) |300]| 4 {1200 + — |+ — | # -
8 | S.M. | 34 | Cystitis (acute) |E. coli -) (-) 300 4 11200 + - | + - + -
9 | Y.N. | 52 | Cystitis (acute) |Enterobacter (-) (-) 300 6 |1800| + - |+ - + -
10 |J.F. | 25 [ Cystitis (acute) |E. coli (-) (<) (300 6 [1800f + -— |+ — | + —
11 |C.S. | 37 | Cystitis (acute) |E. coli (-) (-) 300 6 |1800| + - + - + -
12 | HK. | 24 | Cystitis (acute) |E. coli 8x104/ml| (-) [300| 5 1500 + — |+ — + -
13 | K.O. | 34 | Cystitis (acute) |E. coli >10%/ml| (=) 300 6 [1800f + - |+ - + -
14 |C.T. | 35 | Cystitis (acute) |Citrobactor >10°/ml| (=) | 300 7 |2100| + — [+ — | # | —
Cystitis (chronic) Enterobacter (#) (+)
15 |US. | 49 gglsemwlcﬂ S. faecalis (+) +) 300 4 (1200 + + |+ + — -
Cystitis (acute)
16 |N.F. | 40 | (Post uterine E. coli >10%/ml| (=) | 300 7 |2100| + — [+ ~— + -
myoma)
Cystitis (acute)
17 |H.K. | 37 | (Post uterine E. coli ) (-) |300| 4 |1200] + — [+ — | # -
myoma)
Cystitis (acute)
18 [M.T. | 27 | (Post uterine E. coli (=) (-) [300] 4 |1200( + — [+ - | # -
myoma)
Cystitis
19 |M.T. | 24 | (puerperal) Klebsiella >10%/ml| (=) [300) S5 (1500 + — |+ -— + -
(Intoxication)
Cystitis
20 |E.F. | 28 [ (puerperal) E. coli >10%/ml| (=) 300 6 |1800| + -— |+ - + -
(Intoxication)
(+)
Cystitis Entero-
21 |[M.Y. |46 (fuerperal) E. coli ) bacter |300 | S |1500 |+ + |+ + [ - |-
(Intoxication) Proteus
sp.
Cystitis
22 (M.T. | 32 (Fuerperal) E. coli (<) (<) {300(| 6 (1800 |+ — [+ -— | + -
(Intoxication)
Cystitis
23 |K.K. | 26 |(puerperal) E. coli (=) (-) (300 4 [1200|+ -— |+ - | # -
(Intoxication)
Cystitis
24 |K.K. | 66 |(puerperal) E. coli ) (-) (300 4 1200+ -~ |+ - | ¥ |-
(Intoxication)
Cystitis
25 |H.K. | 30 [(puerperal) E. coli -) (<) |300| 4 1200+ - |+ - [* |-
(Intoxication)
B: Before A: After
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Table 5 Summary of clinical effect after AM~715 administration
Diagnosis No. of cases |[Excellent| Goond Poor |Efficacy rate (%)

Urinary tract infection 25 13 (52.0)] 10 (40.0) |2 ( 8.0)| 23/25 ( 92.0)
Endometritis 3 1 2
3/6 ( 50.0)
Adenexitis 3 2 1
External genital infection 2 1 1 1/2 (50.0)
Abscess of periurethra 1 1 1/1 (100.0)
Puerperal mastitis 1 1 0/1
Total 35 13 (37.1)| 15 (42.9)|7 (20.0)| 28/35 ( 80.0)
Table 6 Clinical and bacteriological effect by the type of causative organism
(Urinary tract infection)
Clinical effect Bacteriological effect
Organism Ii?fai?lf
Excellent | Good | Poor | Eliminated | Unchanged | Replaced
E. coli 20 11 8 1 19 1
Klebsiella 1 1 1
P. mirabilis 1 1 1
Enterobacter 1 1 1
Enterobacter 1 1 1
S. faecalis
Citrobacter 1 1 1

Bbhd.%niEd Klebsiella, P. mirabilis, Enterobacter,
Citrobacter ¥ FNENERE L T 3 EFIC BT B
BEIER B X OB HEBIE R b hiz(Table 6),

6. BHER

AR OROBE I 2EHERRBOOhA o7, ¥

- — D ER Tl B E-/% O PR (-GOT, s-GPT),

gtk (BUN, RER) R LS, REBIELS D
WHETHEHROREAHBE LA LR T, &bics-GOT,
s-GPT, BUN iz §, REFTR % 8 72 »» o =(Fig. 3),

£ X

RS L% ) b ME VBROARKERO &
P, AM-T15S REFEEOURS L CRBREEOTE
"RETh B E. coli, Klebsiella, Proteus sp. iz ¥ D7
5 LRRMEREICH LT, #EkD NA, PPA, MLX X )

ENTHEESYET5 2 L& bhbhid KRR
BRETIES B2 LA TERL, 45 Pseudomonas b
Serratia izt 5 HEVER O A FAHKOTHEAIC
Zbhiiva=—2 DMLY EHEHLOTHS,
AR ORI - PEitticBLTIX, #5286 A A{LEREE
LOEEY L ART Y LIBNT 200 mg 1 EE TRA
BED peak fEix 1 BRI 749 0.77 pg/ml, 6~8 il
DRBHER 25% L1 5 EHBERBLRTVIH,
T DA FREES LB LR e EL b,
BREBITICOVWT b CE N, LEERICE UE: 2
FOBMIE T35 v %) Babh3Z EREDE.
GRS ARETH 50, ERMARER CRARORE
2Ry B ABLRT, ERARLE, MEBBRE R
BB ¥ N REBRLLY, BoEAHFORT
By LR EERENERAR LB LER bha,
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Fig. 3 Laboratory findings before and after administration of AM-715
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SEARBEE PO L U e 3356 D iasRiE T 80%

BEED) LRVWEDREUD I L bEFIT S T b
BIRE S8 X N 5 RSB DI AR BE D S HEH
BRELHE BEWVERNBIE O TIBREICHIFTE S
LBbha, hREMERL LTRENBRE TS
FROBERSA 2 RAETWEWDTZ O ADFEIZ >

TREBOREIZE B,
BERIR>WTit, 2EIDERTIBRLE Mo,

FRY v HC Y ACOBE TR, WEBER, TLAFx
—ERRE AT ORERETHY, FREHICEEL
THRL, REBEXTHB LEL DR,

ARICOEE 13 H280 A R LEREF LKL (1980)%
VI $560[E] A A2 L MIGEA M5 & (1980) TRE L 7,

X

1) 85 28 M HARLEREZERE, FEY VATV A
I, AM-715, 3E3t, 1980

2) KHEBBE, MR B AHRE . ERARGREE
7% AB-206 DEEKEA . Chemotherapy 26: 365~
371, 1978

3) E#ER, AFRE, AR ®, #E 32 Pipemi-
dic acid izfi+ % FRkiRt. KRB AR E L, 30:
79~83, 1976
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CLINICAL STUDIES ON AM-715 IN THE FIELD
OF OBSTETRICS AND GYNECOLOGY

SEIT MATSUDA, TAKASHI KASHIWAGURA, MIKIHIKO TANNO,
MasarRU FUKUDA, MASAAKI SUZUKI, AKINORI SEIDA
and HirosHI FURUYA

Department of Obstetrics and Gynecology, Juntendo University, School of Medicine

Fundamental and clinical studies on AM-715, a new synthetic antibacterial agent, were carried out in the field
of obstetrics and gynecology and the following results were obtained.

1. In vitro antibacterial activities of AM-715 were examined on clinically isolated bacteria comparing with
those of MLX, PPA and NA. It was found that AM-715 was superior to those control agents against E. coli, Klebsiellz
and P. mirabilis. AM-715 was recognized to have excellent antibacterial activities on P. aeruginosa and Serratia,

2. Ina few cases, transference of AM-715 into umbilical cord blood was observed and its concentration reached
to about 509 of maternal serum concentration. While the transference of the drug into umbilical cord blood and
amniotic fluid varied by cases.

3. AM-715 was applied clinically in 35 cases with genital and urinary tract infections, and AM-715 was effective
in 23 of 25 cases with UTI, in 3 of 6 cases with pelvic infections, 1 of 2 cases with external genital infection and 1 with
abscess of periurethritis, the total effectiveness of AM-715 was 80% (28 of 35 cases).

4. No noteworthy side effects were observed.



