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NIRERKFERAH

FARER AM-T15 oREER, ZMAMBITIRE S X UBKRRIZ oW TRN L,

ERASSURO FMBHED b OBIRIME R FBR IT 3t 3 5 AM-715 o MIC oo &°— 2 iz, S.
aureus C 1.56~3.13 pg/ml 2 MLX X9 2 #i2 ¥, PPA, NA XY 6 Wiz V@Eh Tk, ¥k75
LARREAERIC oV T, E. coli 0.10 ug/ml, P. aeruginosa 0.39~1.56 pg/ml o4 &z — 2 R b,
MLX,PPA,NA X ) i35 iz oK E R L, ¥ Klebsiella ¢i3 0.20 pg/ml, P. mirabilis 0.10
pg/ml, P. vulgaris 0.10 pug/ml 33 X U¢ S. marcescens 0.20~1.56 ug/ml |44 '— 7 %k L, MLX X
D 1~2 &z ¥fFh, PPA, NA it L TRETERL TV,

Bikic AM-T715 200 mg #F QG U 7o Ry OB #F MK IR EE 13 #e 5% 30 43226 10 #2243 % °H
EFETH Y 0.11~0.38 pug/ml DIEERL, FAKDPBELEE% 10 B 25 43181 0.92 pg/ml O &7
— 2 ¥R LI, FARLPR XUCEBILPBTRAUERAUT ChH -7,

BRRBTIE, WETR4G, BRR 1 F, SERUEMER, TEHER SRTRE £14
oFt 18 flic AM-715, 1 [6]100~200mg # 1 A 3 |, 2~8 A R{EE L, RKixE% 4 4,
B 1240, &1 4, BERE ] AITHEDRIT 41, Thot, BIWERI 1 Plic2F Rz, |E

BEBDHIIETTHoT,

xL®HiIz

AM-T15 RERMEPRFFEF CRE S YV v
INVEUBHEEKT Fig. 1 0 X5 2 {LEEE2E TS
ARTERTH B, RIZ6HLT v RILAYIT, RFRFEA
LY LAWREEN L KGR 2 T ARRT L
[bhTn3aY,

4B, FHiconT, ERARMEIRO LA - BIKE
BRefThotcnT, ToORKEIOWTHET S,

Fig. 1 Chemical structure of AM—715
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YHSREOBHKIMES S. aureus 50 ¥, E. coli 50
¥, Klebsiella 50 &, P. mirabilis 50 ¥, P. vulgaris 23

B, S. marcescens 50 ¥k, P. aeruginosa 50 ¥kicxt+ %
AM-715 ORUNREEHIERE (MIC) %, HAR{LFEHEL
ELEEEVNCEI VB LK,

¥ 7-FlRgic, 3MIEA L LT miloxacin (MLX), pipe-
midic acid (PPA), nalidixic acid (NA) » MIC #RiE L,
Kt Ui, EMERIE S. aureus X 108 cells/ml, fib
X 108 cells/ml ¢ L7=,

2) KERAK

FEHR% Table 1 2R L7z,

S. aureus 1=t LT AM-715 % 108 cells/ml #:fET
MIC0.78~12.5pg/ml {2534 LT, £ D — 7 i 1.56p¢g/
ml 2 MLX k9 2%, PPA,NA k) 6 iz YEhi-
AR E R L,

E. coli Tix 108 cells/ml ##E<, MIC o —s i
AM-715 0.10 pg/ml, MLX 0.39 pg/ml, PPA 1.56ug/ml,
NA 3.13 pg/ml THiD 3H X Y EhiHiEHEF LI,

¥ 7= Klebsiella ¢ix AM-715 0.20 pg/ml, MLX 0.78
pg/ml, PPA 3.13 pg/ml, NA 6.25 pg/ml, P. mirabilis <
X AM-715 0.10 p#g/ml, MLX 0.39 ug/ml, PPA 3.13 pg/
ml, NA 6.25 ug/ml, P. vulgaris i AM-7150.10 ug/ml,
MLX 0.20 gg/ml, PPA 3.13 ug/ml, NA 3.13 yug/ml }
AM-715 3 MLX X 9 1~2 &ffh, PPA, NA izxfL
THREEFEL T, ;

S. marcescens Tix AM-715 o MIC 1 0.10 ug/mi~
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Table 1 Sensitivity of clinically isolated organisms against AM~71S, MLX, PPA and NA
MIC (ug/ml
Organism lnocul}um lszize Drug N!o. iof w g/mi)
(cells/ml) strain [ <p 025 0,05 0.10] 0.20] 0.39[ 0.78] 1.56 3.13] 6.25] 12.5] 25] s0] 100] > 100
AM-715| 50 10| 20| 18 1 1
Staphylococcus 10° MLX 50 23711
aureus PPA 50 8{17| 20| 5
NA 50 3{19] 25 3
AM-715| S0 10| 27 8 1 4
MLX 50 36 9 1 3
E. coli 10¢
PPA 50 33| 11 1 1131
NA 50 28| 14 3 1 4
AM-715 50 2| 16 ] 28 1 1 2
MLX 50 21171 27 1 1 1 1
Klebsiella 10¢
PPA 50 21 39 6 1111
NA 50 6| 39 111 1] 1 1
AM-715] 50 1125 13 6 3 1 1
Proteus 1o¢ MLX | 50 2038 7| 2 1
mirabilis PPA 50 26|22 1 1
NA 50 29161 4 1
AM-715 23 71 13 3
Proteus 106 MLX | 23 2020 1
vulgaris PPA 23 5017] 1
NA 23 17 6
AM-715( S0 61| 10 7 7 9 6 3 2
Serratia 106 MLX | 50 3/{10{10|/10] 4 8| 4
marcescens PPA 50 2] 12 5| 5| 4 8
NA 50 3119 312 16
AM-715| 50 14| 14| 13 8 1
Pseudomonas 10 MLX | 50 14 |15(14| 2| 5
aeruginosa PPA 50 14 |19|16] 1
NA 50 16| 34
25 pg/ml LIRSS L, 0 E—2 X 0.20 pg/ml~1.56 . R
pg/ml ThHY, MLX X9 1~2 4, PPA, NA ic 138 - B - AR
FEh Tz, Ly 2100 pg/ml ofttEekst PPA ¢ 1) kBRF*E

26%. NA ©42% #bhie,
P. aeruginosa Gt AM-715 o MIC oo *— 7% 0.39
~1.56 pg/ml, MLX 12.5~50 pug/m/, PPA 12.5~50 pug/
" ml, NA >100 gg/ml T D, iz AM-715 3 829 A3
1.56 pg/ml PLFD{E%E R LI, AM-715 0 P. aeruginosa
T A HEARMo 3 FIC L Thk YRV eV X

B E - RALB A AM-TI5 200 mg ¥ EARE
LicBBofkms, Wi, ¥k FERMD BT
BIBA~D B Lo TRM L, BRENER E
coli NIHJ JC-2 ##:%E @ & L, Modified Miiller-Hinton
Agar #£ (AK) 2 fvwT, #EY v 78Tz 2%
BRI, WM, 3 XoEERLoBERES,
Mg AR AV, FAS X UELPREII
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Table 2. Concentration of AM—715 in maternal serum, umbilical serum and amniotic fluid. (200mg p.o.)

Case No. ,‘ 'fime after administration Maternal serum Umbilical serum Amniotic fluid

1 8 ND /

2 15° ND ND

3 20 ND ND

4 30° 0.12 0.11 /

5 1° 45’ 0.5 0.3

6 2° 35’ 0.42 0.27 ND

7 2° 40 0.5 ND

8 3° 10 0.18 trace

9 5° 36 0.23 0.13 0.18

10 6° 45 0.42 0.37 0.18

1 7° 45 0.84 0.33 /

12 8 20 0.16 0.13 0.55

13 100 22 trace 0.38 /

14 10° 25° trace ] 0.92
(ug/ml)

* Each value in the table was obtained from an individual case.

Standard curve: PBS pH 7.0

Assay medium: Modified Miiller-Hinton Agar
Test strain  : E. coli NIHJ JC-2

Assay method : Thin layer cup method

TiXpH7.0Y1s M J U EEEAFERESRRY BV iz,
B fis X UKz £ oMK EFR—HBRE b bERN
EBRT2Z LB TERVOT, HeoERIOWTH
BLk, ¥kl b4, EAk~0BfT2LD
REIIAXOMBLLTZh LD BENLEL ITERR L
LYOThHB,
2) RErik
ORI, WHMES X CEABIT
AM-715200mg EO#L5% 8 45~10 125 HE T
D 14 EFliz ST opR# % Fig. 2, Table 2 127 Lz,
BRI PR BBRE DO PR AD 72\ e Fig. 2
Rt X5 A BB BRICKE > T 5 25, AM-TIS
00mg BOHED E— 212 2~3Blich 5 LEbh,
1 RSN 45 43, 2 5 40 43T 1.1 pg/ml O R R L7s,

A L PR - R L P IREE & RifRICE — 2 13
1 BERE 45 4y, 2 Wy 40 53 0.5 pg/ml D% R L,
E— 7 BB H5 M b A i FHA i P REE D 12 o
ERLT,

H KPR KPRED € — 213, FHEMEHR
BEOWHMETREL D 2k B h T 10 B 25 4
0.92 ug/ml D %Z R LI,

QF L RBIT

3flicovTHRR L2 Dt E Table3 iR L7, 34
D5 s DR M P BT 0.18~0.5 pg/ml TH Y,
D EOFHERMPBREINERRUT ThH -1z,

QRABIT

BAhBER 4 FliconT 6 BRI E TRIE L2 2H
RIEMRALLT Td - 7= (Table 4),
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WS4 10 B2 HEMSSE2 B0 YUphic kBEL
ko RRESS 18 KLtk L, EHONRIZ
WERR 4P, bR 11 f), MEREMBAR, TEH
FR, SEMMES 1 T, AM-715 % 1 [F 100~200
mg # 18 3[E, 2~8 AMKEARSE L,
RO ITROEMIZ X o 1,
B () L EFEAMMEERN 3 BUPICHL BB L
MR ICB - L HA,
A% (+) D EEB MR I BUNICHBEOEME
KL, TO®REELEEE.
% () EEAMMERN3 AU EEBL T Lk
ShizvwWiie,
B BFNEIAE E0ARHREL AL THROD -
TLOREHLEET, FTRTUEHLEELY,
2) BEERRLR
LRRIE AR Ul ds > THIE Lo pR#Kix Table 5 iz
RLIE i 18 s, EZh4 4, HH124, &1

2 Concentraction of AM-715 in maternal serum,
umbilical serum and amniotic fluid (200mg, p.o.)

ug/ml

11}
10}
09
08|
0.7
0.6
0.5
04 |
03
02

—o Maternal serum
0-~-0 Umbilical serum

Table 3 Concentration of AM-715 in newborn’s blood (200mg, p.o.)

Time after labor
Case No. Time after administration Umbilical serum p P 1 ;12, o
1 1° 45 ND ND ND ND ND
2 2° 40’ ND ND ND ND ND
3 3° 10 0.18 ND ND ND ND ND
(ug/ml)
Table 4 Concentration of AM—715 in mother’s milk (200mg, p.o.)
Time (hrs) ‘
1 2 3 4 5 6
Case No.
1 ND ND ND ND ND ND
2 ND ND ND ND ND ND
3 ND ND ND ND ND ND
4 ND ND ND ND ND ND

(ug/ml)
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Table 6 Laboratory findings of AM-715
Case RBC Hb Ht | wge | GOT | GPT | AP | BUN SCr
No. (x10*/mm?®) | (g/d) | (%) (w) ) W | (mg/d) | (mg/dn
B 342 10.3 30.8 6,500 20 14 51 9 0.7
) A 357 10.7 324 6,300 38 53 50 14 0.8
B 387 11.7 35.0 9,900 16 14 47 12 0.9
? A 340 10.2 30.0 4,800 9 7 31 10 0.9
B 338 9.6 28.0 7,500 13 11 60 8 08
¢ A 378 10.6 31.9 6,000 16 18 63 14 1.0
B 404 11.9 354 5,100 9 9 95 6 0.9
! A 339 11.6 34.1 4,300 13 11 114 8 0.9
B 352 11.0 31.9 6,800 16 11 84 9 0.9
’ A 305 9.4 27.0 3,400 22 24 56 6 0.8
B 322 11.3 31.9 8,100 24 24 120 10 0.9
10
A 330 11.5 32.9 8,000 7 16 121 12 0.9
B 470 14.0 41.8 7,800 14 9 26 10 0.9
1 A 431 13.0 38.2 5,700 11 7 10 0.8
B: Before A: After

#l, HERELFITHELSRIL 94.1% Thol,

QR %

EF) 1~4, 6 X OBRRETHY, fEH 11~16 X
SHERERER T, EZH4H), AR THITIOLOFHET
Hotz, BLE L LT, Enterobacter cloacae, P. aeru-
ginosa, E. coli, S. epidermidis, P. mirabilis, S. faecalis,
Enterobacter aerogenes MR Sh i, HEHBRE DM
Hix2Epics v TEEE L,

QELZBAR

P T~10 3 FEREMNEICERBERERILLY,
KEEDD > BREOBTRBRTH S, EWTI 3K~
S. faecalis, P. aeruginosa B RRE Th -1, &E%
Rpdaatit Lz, £ 10 T TFERBREHHR
BPRE RTT L, BB Lo T AM-715, 1 B 600mg

3 ARG LESERSHE e e fub L, SR
8 it AM-715,1 B 600 mg #:5 2 H HicBIfEANHEAL
Mo IEE PIE LER T, BEEROEREZLN
=R, ERRER (E. coli— P. aeruginosa) Hbp-7D
THERERE L,

Q@A Bt AN IR
$Ef7 5 3 Enterobacter aerogenes Iz X % Bir Bt

RTdY, | H600mg, 5 ARIEELTHESTH .

QDFEHER

$E0 17 12 E. coli iz X 5 FEEER 1 A 00me
S ARG cEERER L.

O TR

SEB] 18 X S. aureus iz X B VAT 1 A 600m8
7 BREMER, RSB TRVEDTH 21
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3) WiER

18 ik 1 Plic LB, RERMHRBNE, EX,
BHLEBRREMRTE, EM 4T GOT 20436
633827, GPT 14925675346 & LA L7 2%,
AMTIS 051 S ARTH Y, ERAOAXLNAA RS
ERTLTNLIAHETHY, RAETFTLAZ LSS
EHIBRRZVLO L Bbhs, Eof AM-T1S 2
I3 Ebn3 ERER HEREMEOARIIBDLHL
ol

Iv. ®# ®

FAf#icRT5, MLX,PPA, NA 7Yk, ERAR
gm0 EHRSRE BRI oV T MIC # HgrRi L
F Lz 5, S.aureus, E. coli, Klebsiella, P. mirabilis, P
vulgaris, S. marcescens, P. aeruginosa O3~ TizxL
T AM-T1S 3R TV,

KBEABFORNTIZ, AM-715 i3, BkmEo
12 RE#mECBIT L, ZhixthRlickEg L <hER
RBEBITERT O TH B, ERFER~OBITILHEE
B, MLXD X045,

pHoEVWREES LT, FEROMPRE, it

PBITERN LB T, TRTUERAMLUT T
D, MLX® ko3& EETDH B,

b PBITREC DT, HAERCHLTIRE
X, ZALEE LWL LEbRD,

R TI, AHRLY OomE B, ROKPR
BEFNREI o~ LiRVR, BOWERRTH -,
FARIERIZ 18 Flh 1 Flick b, oo
fERRABNT, SkERCRVWEA LBbR S,

x m
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BASIC AND CLINICAL STUDIES ON AM-715 IN THE FIELD
OF OBSTETRICS AND GYNECOLOGY

ZeNJIRO TAKASE, HIROKO SHIRAFUII and MASAHIRO UCHIDA

Department of Obstetrics and Gynecology, Kawasaki Medical School

AM-T15, a newly developed synthetic antibacterial agent, was evaluated on fn vitro antibacterial activities (MICs),
on the body fluid concentrations when given to pregnant women and on clinical response in various infections in
the field of obstetrics and gynecology. The results obtained were as follows.

1. The in vitro antibacterial activities against S. aureus, E. coll, P. aeruginosa, K. pneumoniae, P. mirabilis,
P. vulgaris and S. marcescens were superior to those of NA, PPA and MLX.

2. The peak level in umbilical cord blood was 0.37~0.38 xg/ml at 6~10 hrs after an oral administration of
200 mg of AM-715, and that in amniotic fluid was 0.92 ug/ml at 10 hrs after, but the levels in neonate blood and
excretion in milk were less than the assay limit.

3. AM-715 was administered to 18 patients of various infections, and the clinical response was excellent in
4 cases, good in 12 cases and failure in one case. Side effect or adverse reaction of AM-715 was observed in only
one case with redness generalized and feeling of pruritus.



