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1) H#i#H : AM-715 0 75 AREBEICH T 2B HIED TRIFT, E. coli, K. pneumoniae,
P. mirabilis 1% 0.05~0.1 pg/ml T 80% DEHNREDOREF LRI Xh, P.aeruginosa DBZEIT
0.39~3.13 pg/ml 253 Hi L,

2) MmPBREER X CRPHEN ; BFRA 3 A ICEHEMEE200mg | BEOERA L Eo MR
EEid 1 ~ 2 B¥flic peak (Y£350.96 pg/ml) 23 v, MmAEMEIIH 2T, 6FERITLZRTY
0.16 pg/ml DANRH LI, FH D 6 FME TORPEINRIIFEIG0.5%Th - 1z,

3) EEBRRREE : b L TAMBMMER 2 3SRic 100mg 1 B 1 ERtErRERR L 1 E0mgl A
SEMERB IO, FOBKHREBM LI LT S, FIFEZIONPELSH, B34, EX2H
T, BEIBHAPEAENS, 6,2 1TH-T, MHEICEROEZRIA LD AP ok, ZOER
t LTREEOFA iz 5 MIC 22 0.05~0.39 pg/ml LiGd T RF T, R H i BE/MIC {, 200~

960 ChHoeZ tBEZ BN, BHEHICOWTRABZRELDRA LD LNED 2T,

FLC&®IZ
AM-T715 it 1977 S ARUIRBF AT CBA%E & hu iz pyri-
donecarboxylic acid @ quinoline ZARHIHERITH Y,
Fig. 1.0 Z L & {L¥EBERE Lo,
SE, bhbhiaFHoHESH, BIN - HhticonT
EBROBRNEITY L L LICHRRBRE (REEYE)
X3 3 KA % R4 7o

Fig. 1 Chemical structure of AM-715
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BEKSYBED E. coli, K. pneumoniae, P. mirabilis, P.
aeruginosa & h & hS4gkicxt3 3 AM-715 o /BB R

IEBE MIC) % BAR(LEREZSEREICHEL THE
Lice FHIOATREFZ 100 pg/ml 526 0.05 pg/mlo 2
ERRRFIT, HEHICiE pH7.2 0% GEXEE Fv
oo HREERIZ—TUERERS L U100 R RERD 1
B&E (A% 1mm) kL, 37°C, 24 s, 52
2IREENALESAEREREZL>TMIC kLA,
% 7-[RIF% 1 nalidixic acid (LLF NA LBg) & pipemidic
acid (LT PPA LBR) icxf+ 2 MIC L 3lEL, E#HoD
ThilgLi,

2) Mp@EER & NS R PPk

ERER A BT 3 PliZAM-T715 200 mg, RHZERER 1 |
BOFAL, A% 2, 48XV 6EMICRML T,
mMApBRELRIE Lz, $AAROERE, 2,4, 6 R
CEHRRLT, RPBEEXREL, xohlicRE:R
U TERHETORPEMNRE L RO, ZBRE E. coli
NIHJIC2 2 REH L T5HE7 v FiEic X VITv, 2
HERE ML R EE 13 Monitrol 1 THERRL, ROBET
IM/15Y vERg R (PH7.0) % vy THERR L 7=,

3) EEDRRRAK

WRSREEIMED 5 bIERBEERE Lz 72 (ROMEEK
>10°5/ml) SHEBRIMERERER21 4, B XU BHEBIEE,
EEGEEEEREAEN LB, BH234lic AM-T15% £/
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L, BT 1 kT 240, FEMSHILI8~T95
T o, &K 100 mg HLEN | EHARION (AL
1E50mg1 @ 3@ AR 134 (B icbidT, 0
FRERR R N L, 2B ARIZ4~278M,. B ¥
3 4~14RMEAR LA,

JREM O MERI X A BT E. coll 229 7, K. pneu-
moniae 7314, B ¥ i E. coli 3 124, 8. aureus H
1§chy, MEMcHROZRIN7,

B R ZYR YR 3 ARUEA 3 B ORI B bR ot
LRILEFROERILEA LD LOEEY), 4~TH
T - EREDHR SRR L ORI, Bk BN
Zohirdolkd, HBBEVRREOLOEEDL L,

AR 3 AUNICRE S A i b o 2 FL,
4~7HCRPAEMNBELLELOEHES, TEUR
LARSHEESERLALOLESE LTHE LA,

—%, EREMAISVWT, ABTIIRERERA%ES ]
EEREFICERR L, BRECIRAXE I BRZBRLT,

EORPMELWEL, RPRE/MIC &{EAKIZoN
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BUERIC oW CIXERBRAER % check +5 L ki, M@
#w—% (RBC, Ht, Hb, WBC, Blood picture) & 4{rz
WA (S-GOT S-GPT, Al-P, BUN, S-Cr) & &%|&H
W% R L ds, siz10~2TEMEHO IMTHS,
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1) HEh

B8 Cix E. coll iz 0.05~0.78iz, K. pneumoniae
X 0.1~1.56iz, P. mirabilis % 0.05~3.13 pg/ml = MIC
ONFNBR LN, FhENO.],0.2,0.05~0.1 |z peak ¥
kLT 100 B REHFHTIX E. coli i0.05, K.
pneumoniae i1 0.1 iz, P. mirabilis X 0.05 pg/ml |C peak
Y, ThoIEMICHTIHRENZED TRIFTH
e, 100 EFHNERERICL 3FAMOHE NI NA,
PPA f#lic e+ 5 &, E. coli 33 X U K. pneumonige ¢

Table 1 Susceptibility of E, coli to AM-715

(X1, x100)

MIC

=0.05 0.1

0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100

X1 (54 strains)

AM-715 13 31 7 1 2

NA
PPA

24 12 14 4
19 32 1 1 1

X100 (54 strains)
AM-715 44 6 2 2

NA 1

PPA

30 38 10 3
40 12

Table 2 Susceptibility of K. pneumonize to AM-715

(x1, x100)

MIC

=0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100

X1 (54 strains)

AM-715 12 16 7 8 11

NA 14 16 5 6 3 10
PPA 10 21 12 6 3 2
X100 (54 strains)

AM-715 1 39 6 8

NA 5 3 5 2 1 6

PPA
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i1 3 ~ 4 EBg, P. mirabilis Tix 4~5 BB+ <ChTwvwie,
(Table 1, 2, 3),

AHID P. aeruginosa \Zx$¥ % MIC n4Mfiid Table
4L T, BT 0.39~3.13 iz, 100 fEHIR
¥ 0.2~3.13 pg/ml iz > T, ELEH0.39 pg/ml (2
peak #57L, PPA XV 4 BBERIFATMAETR LI,

2) fMPiREE

BEERA 3 BlicAK] 200 mg 1 EIZERIREAEA L 2BR O
frhiEE R Table S ok < T, 349 2 flix | B,
o 1 flik 2 BRI peak 333 Y, peak I3 0.96
pgiml T o, ErMAEMMA 2R T, 6 WA
#1245 0.16 pg/ml o i REE & R L7k,

3) RepdRit

A#]200mg | EZERERER L L SO RPBER
130~455 pg/ml I3 L, RPEIRE (FX) i 2 Refd
+ T 24.8 mg, 2~4 FEfE128 21.9 mg, 4 ~ 6 BEfEIAHS 14.2
mg ThHY, 6RME TOFEHRPEMRRL 3057 TH

- 1= (Table 6),

4)  BRDKAR

KHIOHEZT & Table 7 iR Lk, A TETRHELS,
93, WRH24IT, BRHOEIIZ S 6.2HTHY,
WM OB A LW b h o fo, £ PHUNIIC
REHRE 25 L, Table8 LT, E coliix AfE
TEEHT, HR2H, BRETIEHIO AH2HTH
Y, K.pneumoniae o 1L S. aureus O 1 iz E ¥
h¥E¥, ARThoT,

—%, RE#cT 3580 MIC 2fiELAL TS,
E. coli {30.05~0.78 pg/ml (245345 L, K. pneumoniae %
S. aureus T Fh#h 0.1,0.39 pg/ml THH, WFhi
W TBIARSEMEE R L, /£ 100mg H 5\ id 50
mg 1 B % SR IREEIX 10.4~96.8 pg/ml TdH - T,
MIC {ED 131¥200~960 {EDfHTH - 2.

BERIcowTix, EA23GTX, FAlicks LBDb
NAEEERIRED LRIk, £, FRIERA

Table 3 Susceptibility of P. mirabilis to AM—-715

(x1, X100)

MIC

<0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100

X1 (54 strains)

AM-715 22 21 5 1 3 2

NA 19 17

PPA 27 13 7 4 1 2
X100 (54 strains)

AM-715 31 14 4 3

NA 12 36

PPA 38 8 6 2

Table 4 Susceptibility of P. aeruginosa to AM-715

(X1, x100)

MIC

=0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100

X1 (54 strains)
AM-715 47 2
NA

PPA

3

X100 (54 strains)

AM-715 6 41 4
NA

PPA

124 29
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Fig. 2 Susceptibility of clinical isolates to AM-715

1001 E. coli

80 1

(x100)

60 1

Ps. aeruginosa P. aeruginosa (PPA)

20 4

T T

=005 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100

Table 5 Serum levels of AM-715

200mg fasting
Healthy volunteers (N=3)

Case Age Bodyweight| Serum levels (ug/ml) |Half life
(yrs)  (Kp) 1 2 4 6 hrs| (hrs)
T.T. 38 72 0.20 0.96 0.28 0.19 1.9
MM. 36 52 0.71 0.39 0.19 0.10 2.0
KK. 41 54 1.20 0.56 0.32 0.18 24
Mean 38.3 59.3 0.70 0.64 0.26 0.16 2.1
+SD 1.7 9.0 0.41 0.24 0.05 0.04 0.2

Table 6 Urinary excretion of AM-715

200mg fasting
Healthy volunteers (N=3)

Age Bodyweight 0~2h 2~4h 4~6h 0~6h

Case (y18) (Kg) Levels Recovery| Levels Recovery| Levels Recovery|Recovery
(ug/ml) (mg) [(ug/ml) (mg) |(ug/ml) (mg) %

T.T. 38 72 130 20.3 | 455 30.3 | 280 19.0 34.8
MM. 36 52 230 23.0 | 200 16.0 | 165 9.9 24.5
KK 41 54 195 31.2 | 195 19.5 |170 13.6 32.2

Mean 38.3 59.3 185 248 | 283 219 | 205 14.2 30.5
iSD 1.7 9.0 41.4 46 (1214 6.0 53.0 3.7 44
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BicERLA N PlomE— & MRELFRERSEA
gy Th b EREEANCS > TREMER A L b
oz (Table 9),

5 X%

ERARY b LA HEAR AM-T15 0T
b5, bhbhoBRNTLEKRIRE E. coli, K. pneu-
moniae, P. mirabilis 33 X U P. aeruginosa DRzt

Table 7 Clinical results

A group, 100mgXx 1/day

No. of Results
cases Excellent Good Poor
Asymptomatic bacteriuria 1 1
Acute cystitis 8 4 2 2
Chronic pyelorephritis 1 1
Total 10 5 3 2

Clinical results

B group, 50mgX 3/day

B (100 R INEIK) o peak i Eh¥h, 005,
0.1, 0.05, 0.39 ug/ml AFIAicd > T, HhshTRIF L
BHEETHZLeMBT BT LNTER,

2RI o0 #6% 0 R o i B 1k 200 mg 1 B A © ik
| ~ 20 Mic peak & 24 L, FOMMZiZIE L pg/ml T
BV, RIPME IR 450 pg/ml 2L, 6MMETO
R EIRIIHIO%TH -, ZhbOBITIZIEER
HEO MIC 2T 25b0Th-T, AHlo MIC LL
LooREERCER TS L, BERDREBHESERXD
e o | [ 200 mg ARY LEX bk,

bhbhiARo+ Chicilih L RIFRREBITE
ZRLUT, BMEHMAESIER 2 ki, AFoRIAZ
FERRY M5 LEAEL, 1A 1 ERER 100 mg &
Tus0mg 1 RIEFERD 2/ IchITT, FOBKHE
R Lie, ROREERMIcEERERZLK, WET~
ELDTholz, 2O LRAFOHEERL L LITH
Bt > MIC izt 3 2AH o bR oh 2 BE 3200~9604% 12 1%
Licz e ERTRHR L EX R DA, MEFNPRICE
WT1@E0mg 1 A 3EERAMT, BREHRLLIITC
NRERO S 2abhl-BEIFAORAR KT 25
BANEH TRIFTHIMNHIZ, MIC 2RRE01ICZ
x 5RPBENERMEEShEZLCEEAT DL

No. of Results
cases Excellent Good Poor Bbhs,
o 2’1“““ i; 2 2 2 BIER IV TR T - 2 b i HIEER,
0
REBLLAZRELDE 22T,
Table 8 Bacteriological results
A group
No. of Result UL* MIC UL/MIC
cases Excellent Good Poor
- 10.4 0.05 208
E. coli 9 T2 ~48.0 ~0.78 ~960
K. pneumoniae 1 1 46.0 0.1 460
Total 10 8 2
B group
No. of Result UL* MIC UL/MIC
cases Excellent Good Poor
E. coli 12 10 2 1528 0o e
S. aureus 1 1 0.4
Total 13 10 3

*urine levels of AM—715
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Table 9 Laboratory findings before and after treatment with AM-71§

Case Blood examination Hepatic function Renal function

Hb Ht ey Pt Neutmf?':“":' ;°:“‘ .f:.Xan., $GOT | sGPT | ALPase | BUN o+

No. AgeSex| (8/dD) (%) m) | mmey | Ny [Lymeh- Mono. [Eosino, Buto. | (K.U) | (K.U) | (KA) | (mg/dl) |CEERS
B|A|B|A|B|A|B|A|[B|A|B|A|B{A|B(A|B[A{B|[A|B|A|B A B|A[B|A

1 69 F12.2(126(37.8]38.0|420(426 | 90|77 |58|42(32(48 |4 |4 (4|4 (2|2 |12] 16| 8| 10| 7.3 |76 |186[17.7{1.3] 1.2
2 67 F[28]12.9(39.6|39.5{426|414| 98|61 [75|65(23|28 |1 |(5|1|2 |0{0|20|21|16]|10]| 6.3 |66 [152]|16.1/1.2| 1.2
3 22 F[125]12.8(37.5(38.9]402(431 | 75(72 |53|54 (37|38 (6|4 (2|3 2|1 10| 8| 8| 11|92|78 [16.1]/159/1.3]| 1.3
4 32 F|13.8(13.7|41.2(41.7{449|442 | 51 (563 (60|56 (37|41 {3 |1]|0|2|0(0 |18 10]|12|12]|54 |60 |12.2/126]/0.9] 0.9
5 18 F[11.2]11.9(34.1|34.5|401{411 |166|76 |66|78 23|15 (6|6 (3|0 |2 |1 |11 16|10 | 8( 75|70 |136(144|11] 10
6 23 F[11.6(11.9/36.6(37.1{421(430 | 88(66 [78|60|13|38 (5|1 |41 0|0 (19|15]16| 6| 66| 6.1 |10.1{12.1{0.9] 0.9
7 51 F|12.5(12.6(37.9(38.1{383(399 | 99(74 |[61|54 33|40 (3|2 |3(4 0|0 (11]| 16|11 10[10.1|8.2 |129]10.6/0.9|08
8 79 M| 94| 95|33.3(32.9(359(348 |101|72 |77|66|20|31 (2|1 |1]|2 |00 |29 33|21 ]|16(10.1 |92 |144|136(1.2| 11
9 64 F|121(128{356(37.1(359|364| 66|72 |63|76|29|14 |5|5|2|3 |00 (17| 16|18 |14]|7.6| 7.3 [12.8]14.1(1.1] 11

| M| 14~18 | 40~50 |410~530

I"a‘r’,g;“ £l 1216 | 3747 |380a80 | =% 10~40| 8~30 [27~10 | 8~20 [0.8~15

B: before A: after
Y. Yokotra & K. MIKI; Laboratory evaluation of
X [ FR 10612, a new oral cephalosporin derivative.
1) Tro, A.; K. Hiral, M. INouE, H. K0GA, S. SUZUE, J. Antibiot. 29: 444~459, 1976
T. IRIKURA & S. MiTsuHAsHI: In vitro antibacterial 4) RusN, R. H.; L. S. T. FANG, S. R. Jones, R. 8.
activity of AM-715, a new nalidixic acid analog. MuUNFoRD, J. M. SLEPACK, P. A. VARGA, L. ON-
Antimicr. Agents & Chemoth. 17: 103~108, 1980 HEBER, C. L. HaLL & N. E. ToLkOFF-RUBIN:
2) INOUE, S.; T. OHUE, J. YAMAGIsHI, S. NAKAMURA & Single-dose amoxicillin therapy for urinary tract
M. SHiMIzU: Mode of incomplete cross-resistance infection. Multicenter trial using antibody-coated
among pipemidic, piromidic, and nalidixic acids. bacterial localization technique. JAMA 244: 561~
Antimicr. Agents & Chemoth. 14: 240~245, 1978 564, 1980
3) NisHIDA, M.; T. MUrRAKAWA, T. KAMIMURA, N. 5) E28EIE A(LEFEFEKRE, R VRV Y AL

OkADA, H. SAkAMOTO, S. FUKUDA, S. NAKAMOTO, AM-715, ¥z, 1980
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A CLINICAL STUDY ON AM-715

FuMio MatsumoTto, YosHIIE Kurosu, CH1zuko KOBAYASHT
and HIROFUMI AMASAKI

Department of Infectious Laboratory, Kanagawa Prefectural Nursing and Hygienic School Hospital

TAkAYUKI TAKAHASHI and EIGORO SUGIURA

Central Laboratory, Kanagawa Prefectural Nursing and Hygienic School Hospital

The studies on antibacterial activity, absorption, excretion and clinical efficacy of AM-715 were perfomed, and
following results were obtained.

1) Antibacterial activity: AM-715 showed an excellent antibacterial activity against gram-negative bacilli.
About 80% of clinically isolated strains of E. coli, K. pneumoniae and P. mirabilis were completely inhibited in growth
by 0.5~0.1 pg/ml of AM-T715, while the MIC of AM-715 against clinically isolated P. aeruginosa ranged from 0.39
pg/ml to 3.13 pg/ml.

2) Serum levels and urinary excretion: AM-715 was orally administered in a dose of 200 mg to three healthy
males at fasting. The peak of serum levels was attained at 1 hr~2 hrs after administration, and mean of the peak
levels was 0.96 pg/ml. Serum half life of AM-715 was about 2 hrs, but 0.16 ug/ml of serum level was still noted 6 hrs
after administration. The mean urinary recovery was 30.5% in 6 hrs after administration.

3) Clinical results: Clinical study on AM-715 was performed in two groups of patients mostly with acute simple
cystitis. Daily dose of AM-715 was 100 mg once before sleep in one group and 150 mg t.i.d. in the other group, respec-
tively. Of 10 cases in the former group, clinical efficacy was excellent in 5 cases, good in 3 cases and poor in 2 cases.
Of 13 cases in the latter group, it was excellent in 5 cases, good in 6 cases and poor in 2 cases. No significant difference
was observed between both groups in the clinical results. This might be due to excellent MIC (0.05 to 0.39 ug/ml) of
AM-715 against causative organisms and high ratio (200 to 960) of urine levels/MIC. No adverse reactions were
observed, and no abnormality in laboratory findings was observed.



