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CHEMOTHERAPY
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EHERALEDTERLORRIC>VWTHET S,

1. BREERHEEY Y 4)ME L 7= Staphylococcus aureus, Streptococcus pneumoniae, Haemophilus influen-
zae, E. coli, Klebsiella pneumoniae, Serratia marcescens, Proteus mirabilis, Proteus vulgaris \z 34+ %
AM-715 /1% miloxacin b R LA L 25, AM-TIS Rizshicthi-iliheRLE,

¥ /= Pseudomonas aeruginasa 23+ % AM-715 i/ ¥ gentamicin b KL & = 5, AM-715
BREPEFThTHE,

2. R AIC 200mg 38 X UF 400 mg ZRMEFICRE ARG Ltk &5 200mg #85- T, bR
® peak i3 1 pEfI%%C 1.1 ug/ml, 400mg #5C 1.9 pg/ml 7L, 4EME iz Eh 0.6 pg/ml,
0.9 pg/ml, 8 Bk TN Eh 0.4 pg/ml, 0.5 pg/ml #RL 7z,

Rp3eit Rz 200 mg, 400 mg vy iz T 8 B Tz 14.0% &RLIE,

3. 4PoBESEBRLIEIC 200 mg 5 LEBED AM-T1S 0RED~OBITEL R LS, |1
BlEBREIZLA EEE&? bhirh =7z,

4. BERBBRONIIPRBRBIEIH], REBEETH, BEREE2 Ao TeHs, BERID
K& 1 H 600mg Th o e, BHEMFBRBBEEBATLRAICES, <09 bRABLEDOhS L
OOBRBHIZTHT4PVBRE S, BESHBRESATRAL ] H, LOHEH3IH, EHiH
THIBFHICRENZ2HATH -, REBIER TR LT2mEd <, 1 f2RE+T<T
BRELTWS, BHEBR2AICREDTH-1,

5. BMERIRSVWTRARTIR 2 floizs»rFHick 3 LEbh 2 REMBR 1 GPT, Al-P ERHA N

DEC. 1981

1Pl BD b,

UEOHR» bARIZEOAENK L LTHREO D 2 RATH 3,

# =B

AM-715 REHRMERSE S RFEF CHBRE S hx
nalidixic acid (NA)z3$5{£l®> quinolinecarboxylic acid 3%

HECBERXRI TR Th 3,

F COOH

Sha*

HN.

ZMlix NA, pipemidic acid (PPA), miloxacin (MLX)
LT Chi-iEEEEZE L, HEX< MrvbEL
RIREIZH LT LT Cheiidih &5 L beEss
Hehs,

bhbhizAMlico T EFOERMRNE TV, 30
oL BBIECAAEEA Lo T, ThboRER
SWTHET 3,

L i b

1) HRBIUEE

RSB OB EARE2SBRITH 35 AM-T15 o MIC %,
AA(CEREZSERECE, BXERERELLY
BE Uiz, E£EMicx+5 MLX o MIC § B
e L, Pseudomonas aeruginosa iz} L < i3 gentamicin
(GM)n> B R Uik L 7o, BRag & i3 Over night
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Fig. 1 Sensitivity distribution of clinical isolates
Staphylococcus aureus 2S5 strains
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Fig. 2 Sensitivity distribution of clinical isolates
Streptococcus pyogenes 25 strains
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Fig. 3 Sensitivity distribution of clinical isolates
Streptococcus pneumoniae 12 strains
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culture (108/ml) 35 X U % o 100 %7 Wk (108/ml) o 2
B L L,

2) Rk

Staphylococcus aureus \zxt L Tix, Fig. 1 icHZ 25X 5
iz AM-715 » MIC % 108/m! # ff < 0.2~0.78 pg/ml
(peak 0.39 pg/ml), 108/ml #2fif ©0.39~3.13 pg/ml (peak
0.39 pg/ml) %" L7,

Streptococcus pyogenes \Zxt+ %5 AM-715 o MIC %
108/ml 4 C, Fi 4 13 0.78~1.25 pg/ml (peak 0.78
pg/ml), 108/ml 24 <3 0.78~25 pg/ml (peak 3.12 pg/
ml) /R L7z,

Streptococcus pneumoniae 12¥kizxt+ 5 MIC 13 Fig.
34CFEF X 5 i 108/ml #: ff C 3.13~25 pg/ml (peak
6.25 pg/ml), 108/ml HHETix = 6.25 pg/ml &R L7z,

Haemophilus influenzae \zxt+ % AM-715 » MIC %
Fig. 4 277+ X 51z, 108/ml $#4ff < 0.0125~0.1 pg/ml
(peak 0.05 zg/ml), 10%/ml #2#f < 12 0.05~0.1 pg/ml
(peak 0.05 pg/ml) L ¥ hizHiEHE R LI,

E. coli izxt+ 2% AM-715 o MIC (% Fig. 5 (2773 X
51z 108/ml, 108/ml & & % ic 0.0125~0.05 pg/ml iz
KBSy 23434 L, peak % 0.025 pg/ml G, E. coli icx}L
AR EbO T ChERBENER L,

Klebsiella pneumoniae = %t + % AM-715 o MIC &
Fig. 6 12573 X 5 12 108/ml # #i < 0.025~0.39 pg/ml
(peak 0.1 p#g/ml) 108/ml #£# < 0.05~0.78 pg/ml (peak
0.1 pg/ml) T+ <hi- MIC 277117,

Serratia marcescens |Zxt+ % AM-715 oMIC it Fig.
7 55+ X 5 2108/ml 5 < 0.05~0.39 pg/ml (peak 0.1
pg/ml), 108/ml #HiC L I EAETE DD TH AR
Bh%ERLI,

Proteus mirabilis \z%t+ % AM-715 ¢ MIC iz Fig. 8
2R X 5 iz 109/ml B2 0.10~0.20 pg/ml (peak 0.1
pg/ml), 108/ml #15E T % 121ZFEkD MIC 2R L1

Proteus vulgaris \=&t+ % AM-715 » MIC i3 Fig. 9
1T X 9 i 108/ml S TR 2% 0.025~0.10 pg/ml
(peak 0.1 pg/ml), 108/ml H:4E T A5y 23 0.10~0.20 pg/
ml (peak 0.1 pg/ml) O3 i EE TR LI

P9 @iz Fig. 1 ~9 1243 X 5 i, RBFIC{Tok
MLX o MIC it LT =TFH TR Y, BRI TH
BAEREBS TOKRBE IV TEOERE Lo,

Pseudomonas aeruginosa ikt LT Fig. 10 IZRT &
5 12 AM-715 » MIC % 108/ml $5# < 0.20~1.56 pg/ml
(peak 0.39 pg/ml), 108/ml £2#E T 0.39~3.13 pg/ml (peak
1.56 pg/ml) ;7 L, FRFIC{F-7= GM o MIC iZitl,
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Fig. 4 Sensitivity distribution of clinical isolates
Hemophilus influenzae 25 strains
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Fig. 5 Sensitivity distribution of clinical isolates
Escherichia coli 25 strains
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Fig. 6 Sensitivity distribution of clinical isolates
Klebsiella pneumoniae 25 strains
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Fig. 7 Sensitivity distribution of clinical- isolates
Serratia marcescens 25 strains
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Fig. 8 Sensitivity distribution of clinical isolates
Proteus mirabilis 25 strains
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Fig. 9 Sensitivity distribution of clinical isolates
Proteus vulgaris 25 strains
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Fig. 10 Sensitivity distribution of clinical isolates
Pseudomonas aeruginosa 25 strains
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O. AM-715 QRS & Uittt

1) &ENREERER

Paper Disc k% Flvy, #EHEIcix E. coli NIHJ JC-2
B BREEHICBAE T 1 2 2 iS5 pH 7.0 (& Miiller-
Hinton Agar: HK) #A LA, ZRmPREOHE
TR EHHRIL Consera CAH & AR LENL®E,
REPBE - BKPRE ORE TRIREDO—HE220{F 1%
L, pH7.2 » phoshphate buffer # {§f Lt L,
FEZ P REREE IR,

2) WBNRBLUVHRESE

R A 6 Ad Volunteer iz Zeis% iz AM-715 o &
AR E 21T - RO M ME, SicRPEEizowT
WEETY, BIIERBBIEDBE 4 MickAR L%
DERP ~DOBIT & fAPRE LWF L TR L,
BERSEERAD 3 FliZiz RATIC 200mg 1 BEifs,
> 3 FliiZ AR 400mg 1 EkE £ 41T o, IRREE
TRILAE 4 Bl i3 At 1 BERIC 200mg 5 Lo furh
REEB XUEHENBREZRE L,

3) KRB

a) iR

REERRRA T L 200mg % 485 L=tk o % & 12

8 E¥M{% 0.4 pg/ml &SR L, 400mg HE5EOMh B E
12 Fig. 12 jz55+ X 9 12 1 g5 2 peak T 1.9 pg/ml%
AL, 4% 0.9 pg/ml, 8 Bf [iff % 0.5 pg/ml T peak
WD, P BREORFEIZRT TS > 72, 12
Fig. 13 iR+ X 9 12 200 mg #4 L 400 mg 50
& % LD dose response A1EEH L L 7m,

b) Rt

200 mg 5o {3 ”m i
L Tiabs oy ol 3 3 0 f"’ﬂi0~ 2B R PR 80.7 pgl
ml, PerR 519, 2~4 ﬂ#.u’iv’) R B 64.0 pg/ml, B
MR 3.9, 6~ 8pEfH{%TLRTIE & 30.0 pg/ml,
BB 26% 27 L, SHIE TORPEMRI40%T
Hofz, 400mg EHEHOFEFBES X R PERE I,
Table 1, Fig. 14255+ X 9 12 200 mg # 55 L[F L pat-
tern 2780, BRPEURSIE 8 rERE T iz 14.0% T 200
mg FEH L RILICRP~0E L Rr Th ol

©) BEH~OBIT

A4 P WESCH R IED B 12 200mg 25 LZRO
IR P ~DBFTE Table2 IR+ X 5 108 1 flxRE%
EKR~OBITIIE LA YR bRl EiRFFHICH
EL bl L iz LA Ep <1.0 pg/ml CRIEEZT
L,

5{E1: Table 1, Fig

PO R
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Fig. 11 Serum levels of AM—715 after .administration
of 200mg to healthy male volunteers. (p.o.)
ug/tml Fasting state, n=3
201
1.8
1.6+
1.47
1.24
1.0
0.8
0.6
0.4
0.2
| T T T T 1
121 2 4 6 8 hr
Time (hr.) Serum concentration (ug/ml)
Volunteer 1721 1 2 4 6 8
(1) ET. (M) 37 y.o.,, 55kg 0.9 0.9 0.8 0.5 0.4 0.3
(2) KS. (M) 27 y.o., 60kg 1.2 1.2 0.9 0.6 0.4 0.3
(3) HT. (M) 33 y.o., 67.5kg 0.0 1.3 1.3 0.8 0.5 0.5
Mean 11 1.1 1.0 0.6 0.4 0.4
Fig. 12 Serum levels of AM—715 after administration
of 400mg to healthy male volunteers. (p.o.)
ug/ml Fasting state, n=3
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1.04
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0.2
L T T a 1
121 2 4 6 8 hr
Time (hr.) Serum concentration (ug/ml)
Volunteer 1./2 1 2 4 6 8
())HS. (M) 3T yo,5% | 11 |16 | 1.4 [ 1.1 [ 09 | 07
) T.S. (M) 34 y.o., T5kg 1.3 2.0 1.2 0.9 07 0.5
(3) SM. (M) 30 yo., Skg 1.2 2.0 1.0 0.7 0.5 02
Mean 12 1.9 1.2 09 { 07 0.5
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Fig. 13

Comparative average serum levels of AM—-715 after a

single oral administration of 200mg and 400mg in
healthy male volunteers
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Fig. 14 Urinary excretion of AM-715 (p.o.)
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II. EZERRLIR
BTGB PR RE21 6, RERRRYLET B, BB
BRRYE 2 BI0FH30FTH 5,

HBERB I C&ES®IZZENIZ T A 600mg 43 3 4%
2245, 400mg 432 433 41, 300mg 433 A3 5SHITH B,

BEHRI3~19AMTEY84ARITH Y, REEE
Bi3EK 1.8g, BElldg Th3,

PR LRI L MR T TR LE,

DR SRIBYE ISt 2 B AR I M, o, Kkh
YoMKIEROED, AMLBEE, FRIEMEE Y OREF
REBELLUTERELEY HY 2HD, %30
4 By Mz L,

¥ RBEBYE ISR DR R I, BIRIERDIZH,
MIRE L CHMROMEY XD, HY, &0 3Bk
L,

IR AR B G MR L D R Lol
DOEMEONRIC L VK, WAHE Y, TF, &
2D 5 BPEE LT,

PR BB YEIES | OMITAR LTS, T, AnB
ME T HR2nIcHH L:, Table3 2R+ 5l
SR % CHRIB & h /- Streptococcus pyogenes i3 3 B
HIBWTHE Lo, HIAOBESELRIZIA
FRETRTHENICHSTH >, MEZMHICI
Haemophilus J&% 81 L1- 4 iz + =T il %, Staphy-
lococcus aureus 3 #|h 2 Pk, 1 AXETHo1,
@ 5 iz normal flora T >7=, ZBEH T2 BHEH
ICRATH o 7cds, MEEHICITED, EFI0EE
BICIZENTH oD, MEENICREDTH-1,

BEXEXRO2FRBEHA L LRKYIC B TH -1
MEFIBIITEEN 1 A 300mg ThHoDTHRELRR
Tholehrb Livizvy, EHix Klebsiella )t Strepto-
cosccus ICHEZER L0 CREZEMIZLED LRV &
Motz,

KEILREOBYH S Gl BRI EIIH L 1 5,
RRXHEDI B, EH 1A TIhLOEFHORABLHHE
i, Table3 izR"+ Xk 5ic, HE2M, BMNK1IH,
AE2HTH o7,

RERYELED 7 Hlicxt L TRREFRKNICESD, i
XD 1 fIEBRWIZ6fickvwT, MEENDELA
% L, E.coli i 4 ¥ X EEHI24 > Micrococcus i3
{45, Pseudomonas aeruginosa DO#:H & h7-FEH0DH
ERYOLRLEHORELRE LRI,

SHEBRO2HIX L b RERBIEESHTHY, ol
FloED L v R &z Vibrio parahemolyticus (3%
HIZHER LI,

IV. Bltf R

EEGRRYZZ BIWER & LTI Table 3 257+ X 5 i £ 6
LEFROIZARRBROTHX & 2 7cts, HELPLTIE
TRaxhrol,

REMEIZISVTREMISOBROHlIIz W TR EH4
HEo#KZET Table4 %3 X 5 iz GPT, Al-P 0BE
OEARHBLNEDR, TORORETCEEZHEICE 21
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Table 1 Urinary excretion of AM-715, p.o., fasting
Urinary excretion
Volunt
Dose olunteer 0=3h 2<ah 4~6h 6~8h Recovery
ug/ml| 48.0 70.0 24.0 24.0
ET. (M) 29.0mg
37y.0., 55kg | ™8 11.5 10.0 34 4.1 14.6%
ml |240 145 140 170
ug/ml| 82.0 42.0 44.0 36.0
K.S. (M) 22.0mg
27y.0., 60kg mg 8.2 54 4.4 4.0 11.0%
200mg ml (100 130 100 110
ug/ml|112.0 80.0 50.0 30.0
HT. (M) 32.7mg
33y.0., 67.5kg| M8 11.2 8.0 7.5 6.0 16.4%
ml (100 100 150 200
Mean ug/ml| 80.7 64.0 39.3 30.0 27.9mg
mg 10.3 5.1%| 7.8 3.9%| 5.1 2.5%| 4.7 2.6%| 14.0%
ug/ml| 88.0 72.0 98.0 84.0 54.9m
o o Moxg | me | 150 13.0 17.2 9.7 138%
ml [170 180 175 115 =T
pg/ml| 58.0 68.0 40.0 80.0
T.S. (M) 57.9mg
34y.0.,, 75kg | M8 30.2 13.3 8.4 6.0 14.5%
400mg ml |520 195 210 75
SM. 0D ug/ml[120.0 70.0 24.0 44.0 sa5m
M. omg
30y.0. 52kg | ™8 21.6 15.4 12.7 4.8 13.7%
ml (180 220 530 110
Mean pg/ml| 88.7 70.0 54.0 69.3 55.8mg
mg | 22.3 5.6%| 13.9 3.5%| 12.8 3.2%| 6.8 1.7%| 14.0%
Table 2 Sputum level of AM-715
(200mg p.o., fasting)
T
Case me 1 {23 | 4]6ns
Sample
Serum (ug/ml) 0.121059] 121 |_—| __—
1 ug/ml 0.16 | <0.1| ND. [— [ —
Sputum Volume(ml)| 1.0 {18 | 1.8 [— | —
Quality Ps | Ps Py |—m | —
Serum (ug/ml) 0.80| 0.44| 0.35] 0.23| _—
2 ug/ml N.D. | ND.| N.D. | ND.| —/
Sputum Volume (ml)| 1.2 |22 |50 |30 |—
Quality Me | Mo | Mo | Mo | —
Serum (ug/ml) <0.1{039| 04 (_—| 0.27
3 pg/ml N.D.|ND.|ND.|_—| ND.
Sputum Volume (ml)|{ 0.3 | 0.7 | 04 |05 | —
Quality Ms |P.M,| Mg |[PiMs| —
Serum (ug/ml) <0.110.30( 038 _—{ 0.21
4 pg/ml ND.[ND.|<0.1]|_—~1 <01
Sputum Volume (ml)| 5.0 |45 | 45 [—| 13.0
Quality P:M: |[PsM,|P;M,|_— | PsM;
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CLINICAL STUDY ON AM-715

KEncHr NAKAGAWA, KENTARO WATANABE, MASARU KOYAMA

Depertment of Internal Medicine, Tokyo Kyosai Hospital

MITSUHIRO YOROZAWA

Department of Clinical Laboratory, Tokyo Kyosai Hospital

AM-715, a newly developed oral antibacterial agent, was evaluated experimentally and clinically for 30 patients
with various infectious diseases, and results were as follows.

1. Antibacterial activities of AM-715 against clinically isolated strains of Staphylococcus aureus, Streptococcus
pneumoniae, Haemophilus influenzae, Escherichia coli, Klebsiella pneumoniae, Serratia marcescens, Proteus mirabilis
and Proteus vulgaris were higher than those of miloxacin. Antibacterial activity of AM-715 against Pseudomonas
aeruginosa was superior to that of gentamicin.

2. Mean serum concentrations of AM-715 reached to the peak levels of 1.1 x#g/ml and 1.9 pxg/ml at one hour
after an oral administration of 200mg and 400mg at fasting to respective three healthy males. They decreased to 0.6
pg/ml and 0.9 pg/ml at 4 hours after and to 0.4 ug/ml and 0.5 ug/ml at 8 hours after the administration, respectively.
Urinary recovery rate was 14.0% within 8 hours after the administration in both dose groups.

3. Transfer of AM-715 into sputum was tested in 4 cases with chronic respiratory tract infection after an oral
administration of 200mg. Excepting one case, AM-715 could not be detected in sputum.

4. AM-715 was administered to 21 cases with respiratory tract infection (R.T.1.), 7 cases with urinary tract in-
fection (U.T.L.) and 2 cases with intestinal tract infection (I.T.I). Daily dose of AM-715 was 600mg in most of the
cases. AM-715 was effective in 12 cases out of 13 cases with acute R.T.I., and the causative organisms identified in 7
cases were eradicated in 4 cases. In 8 cases with chronic R.T.I., AM-715 was effective in one case, fairly effective in 3
cases and ineffective in 4 cases. Eradication of bacteria was observed in 2 cases. AM-715 was effective for all of 7 cases
with U.T.1., and eradication was observed in 6 cases. AM-715 was also effective for 2 cases with L.T.L

5. Side effect was observed in 2 cases who complained of anorexia. In the clinical laboratory tests, elevations
of GPT and Al-P were observed in one case.

It was considered from above results that AM-715 was useful as an oral antibacterial agent.



