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REBHEIC RT3 AM-T15 DR « BRI

+3 EH - BRAIET - EM R BA-WE EE-EE W
ok B R 2 [ S UL PR RR L

A Fofe
KT R IR B R B

ST IEH
ER AL 28R e

HLE ) Y VRARKER AM-T15 icon THMH L b CICHRBRMN E M @R, Ko X
S hakREAr,

1. ARoBMEKIBKICH T2 HE AL 77 LBME, 77 ABMERICH L THICTFCh T,
RRBLIEHNRD E. coli 93 ¥k, P. aeruginosa 558, Serratia spp. 268kd 907, 3 h Eh 0.20 pgf
ml, 12.5 pzg/ml, 6.25 pg/ml TREEXRILS Lz,

2. %400 mg, 200 mg, 100 mg f& O 5% DR FiRE D peak (3£ ¥ 372 pug/ml (0 ~2Kf
FIR), 133 pg/ml (2 ~ 4 BEFHER), 77.8 pg/ml (0~ 2 B§fIIR) TH -7,

3. MR R OR AR DRI E I 1H (867, FZS HITREHZHIE 1005, TH
o, MERICHT 2 2R TEEME(LISH (97 %), MR iCx+ 5 Z2FITERLI3F (927), ERicxL
TREE - HEEZEDED L2PEDHTH - 12,

4. BMHERBBIECTHIORAEREIEZITH, AR20H TRAEBEDHRILBSYL TH - I
BRI 2 BRI IER L4240 (63%), kEIOH) (15%), K 15H)(22%) TH o7, MBERICH T
LTI LS4 (8197), HZEM 3 B (4%), AEI0H (15%) THh-1z,

5. BEERBBUECTH b oRES N8I D 5 b, T3HR(EB8Y) N5 HICHI L, 77 L1
HIRE DN FERiX 87% (13/15) TH - 1=,

6. BUERORBBELX 42% (5/119) Tholc, RARELIH, BEW2H7T, SHFTTHEK
FogEcBiRd 5 L Bbhic, 266F 8 FlICERKREMOBILNRED bhiens, b {EHnKE
RiIEEREWEBbhiz,

DEDRED» b, FARRBBRECSVWTLELAVI 3RETTChFAITH s LEDbAI,

# E
AM-T15 375 HRMNSECRARS & h 72 7 L v~ quinoline-

carboxylic acid derivative ¢ 6 {ifiz 7 v 3%, 7 {iLic pipe-
Fig. 1 Chemical structure of AM-715

(0]
COOH

razine | H+5 Z LB E LM TH 5 (Fig. 1),

AFNLREROF Ui BT 5 SRMEFI TH 5NA,
PA, PPA L& TKIPHD 7 7 ABMEIC T <Chicit
BHEETS, 72, /SS2@EHICH LT LR
DLOLYVENFENERL, P aeruginosa \Zxtt+ 5
HE X gentamicin XY b H<hTwWBd L& h Ty
51),2)°

AFIEAZREICI YV RRESh, KPS ITENHIC
Peft s h 5, MAPRES X UCRPIRERIORLE B 2,
RAPBEORHEIIRVWE STV EY,

BaRSE, EFOEBOURNL LLIC, RERBLE
xtt s AM-T15 oBRERBRICOVWTHRFNZME o
THET 5,
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Table 1 In vitro actlvity of AM-71§
against standard strains

. MIC (ug/ml)
Organism 10° cells/m1[10° cells/ml
E. coli NIHJ JC2 <0.10 50.10
Kp <0.10 <0.10
K12 <0.10 £0.10
Shigella flexneri 55032a =0.10 $0.10
K. pneumoniae PCI 602 £0.10 <0.10
Proteus spp. MB838 <0.10 £0.10
P. mirabilis ATCC21100 0.20 £0.10
A. liquefaciens Y62 =<0.10 <0.10
P. aeruginosa NCTC10490 0.39 0.39
Shogen S.C. 0.78 0.39
B. subtilis ATCC6633 <0.10 <0.10
S. aureus FDA209P 0.39 0.20
Terajima S.C. 0.78 0.78
MB2786 1.56 0.78
ATCCO0S38P 0.78 0.39
226 1.56 0.78
S. epidermidis 1AM 1296 1.56 1.56
S. faecalis IFO12580 1.56 1.56
I Empbhisly
1. & D
1) RRA*

PRk & U CEERRISER (7 5 A RRMEI0K, /5
LBEEE 8 BK) LIRBRIS Y FE B 3k o E. coli 93k, P.
aeruginosa 55¥, Serratia spp. 26%:% H v\, AM-T15
o MIC % fiE Ui, HREHIIEER X Tripticase
soy broth (BBL), FABZMEHE M i2ix Heart infusion

agar (3%5F) & Av e, MIC Btz B R {4 missea
WP LNy, BREBIZEII e S505—3
HRLE,

2) MERFER

RBRIZOWTIE AM-TIS 375 LK, 7 5 A
it LTsic Chic i b &R L, $aERkic
XBEIXIZ LA VB b ok (Table 1),

REEBIIEBRIKIC S\ Tit E. coli T peak i <
0.10 ug/ml 23 b, BEHKOK 90% 25 0.20 pg/ml TRH
IR, BEERICX SREHOZIEH il
Mo e (Fig. 2, 3),

P. aeruginosa ¢ix 10%ells/ml ki o MIC
peak ix 1.56 pug/ml 23 b, 0.10 pug/ml & 50 pg/ml 0
T 6z MIC o pattern % 5% L7 (Fig. 4), 12.5
pg/ml CEHROKI 0% REORBH LI Ik & h 1z, 108
cells/ml 3 10%cells/m! ¥ ¥ 17685 > MIC o fllic 2 %12
EDENED bhi (Fig. 5), Serratia spp. CizSMit
» MIC o pattern %5R L, DK 90% #5 6.25 pg/ml
TREXMHIESh, BHERIC X 5HEHOERIEH
Tit/x - = (Fig. 6,7),

2. B

1) RA*%

R ABTF 24 (T. D. 68kg, N. K. 48kg) iz AM-
715 400 mg, 200 mg, 100 mg * EIAHEQHE L L, cross
over TRIP|EEFERFMIZME L, BEOREL E.
coli NIHJ JC-2 % #5E# & L7 cup method TfFiw,
Kz EKMBEE S 1% 12 L /= Heart infusion agar (385
PR L, Efdhiiz pH7.0 o 1/15M phosphate
buffer HRic TR L7z, BikoFHRich pHT.0 o 1/
15 M phosphate buffer # (£ L7,

Fig. 2 In vitro activity of AM—715 against E, coli
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Fig. 3 In vitro activity of AM-715 against E. coli
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Fig. 4 In vitro activity of AM—715 against P. aeruginosa
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Fig. 5 In vitro activity of AM—715 against P. aeruginosa
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Fig. 6 In vitro activity of AM-715 against Serratia spp.
n=26
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Fig. 7 In vitro activity of AM—715 against Serratia spp.
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2) RBRER REBREBE LR E Lic, BEEME K% - B

AM-715 400 mg, 200 mg, 100 mgiE [1#¢5.4%  FHF
R EE D peak i3 HEh 372 pg/ml (0~2BRIR), 133

pg/ml (2~4 FERAR), 77.8 pg/ml (O~2 BRIR)TH - 1,

10~ 1285 Rk T b £ h Eh 92.6 pg/ml, 20.9 pg/ml, 13.2
pg/ml OIEHZBD 2, 128HE TORPEIRBIR ZH
20 25.5%, 18.7%, 26.5%T¥ - - (Fig.8, Table 2),

I ERERRYEREY

1. HRELUVRELE
1979 £ 8 B A5 1980 4£ 2 B & Tlzlk B KR EF M
BIRB R BR B X UF 0 BERREWR BRI TRZ L

£, BERBEOHEX UTI LSO KHFMERE (G2
B & CHRV ISR 7o, JRAIE L TR T o BAHEE
BESiciz 1 BR400mg(4r2, # - YEHR E 3 AR, &
MMERBERBEEICIE 1 AR 800mg (42, #-IRW &
5 ERENEE Lk, BE5EMTNIMTHY, TORN
R L TR HAERSRE 2360, BMETEIR BRBILAECTH,
B4t - BEEI6BIToh - 7o, BHERHIE IR ERORME
Table3, 4 (TR L1z, BRsh - L6610 5 HI0FIRES
BB Th - 7,

2. BEERRLER

Table 5 IR X 5 oAk BRI 236 PR A
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Table 2 Urinary excretion of AM—715 in healthy volunteers (n=2)
p.o. after meal
Cup method
E. coli NIHJ ]C-2
0-2 h 2-4 h 4-6 h 6-8 h 8-10 h 10-12 h 0-12 h
Dose Levels Recovery |Levels Recovery| Levels Recovery | Levels Recovery[Levels Recovery| Levels Recovery |Recovery Rate
pg/ml mg |pg/ml  mg |pg/ml  mg |pg/ml mg |ug/ml mg |uMg/ml mg mg %

NXK.| 204 224 295 30.1 | 132 23.0 | 146 9.34 [88.3 9.55 | 128 7.42 102 25.5

400mg| T.D.{ 539 45.3 360 21.6 | 241 16.4 | 115 8.05 [61.1 6.84 | 57.1 343 102 25.5

Mean| 372 33.9 |328 259 |187 19.7 | 131 8.70 |74.7 8.20 | 92.6 5.43 102 255

NK.| 545 5.67 96.2 16.2 | 14.1 3.61 |30.8 2.28 |65.9 8.04 | 21.2 1.78 37.6 18.8

200mg| T.D.| 7.47 143 170 17.3 109 9.16 | 58 4,29 |35.0 245 | 20.6 2.27 36.9 185

Mean| 31.0 3.55 133 16.8 |61.6 6.39 |44.4 3.29 |50.5 5.25 | 209 2.03 37.3 187

NK.| 944 10.4 40.9 6.30 |19.7 4.02 | 72.2 2.17 226 0.38 | 12.8 1.05 243 243

100mg| T.D.| 61.1 10.3 38.2 7.64 |39.5 6.24 | 273 1.58 [25.8 1.70 | 13.6 1.12 28.6 28.6

Mean| 77.8 10.4 39.6 6.97 |29.6 5.13 |49.8 1.88 |[24.2 1.04 | 13.2 1.09 26.5 26.5

Fig. 8 Urine level of AM-715

REDFZER31H) (8670), HRS #) (147) TREFD
l;?‘:‘f’;f;’;‘:" (n=2) #i3 100% Th o, MERITHT 5 2RI RIE(LISH)
Cup method O1%)THY, BRI BHREERLIIF 92%) T

Urine levels

. ‘Dﬁglml

3004

2004

100;

E. coli NIHJ JC-2

[y

bofe, ERIZHLTHLHE - UELEDED L2HL
LEYTH oo AM-T15 O AMERMMISIES okt + 5
I H%hE % Table 6 (2R Uiz, HERNICRHE
E. coli 28%k, P. mirabilis 3 #, S. aureus 1 Bk, S. epi-
dermidis 4 B+ _RTHMHHKLL, #& 5 % ic S. epidermidis
1 Bk B e icHBL L7, MIC L 20920 o B
% (Table 7) # 2 5L, MIC 2RIE L2 R+ <
T3 pg/ml LT THoTo, 723, BVEBLRIME BERE R
6HIm 5 b, 35Hlic 1 Af 400mg (532) 3 AL &
hi,

B IR BRIRYLAE6T B 0 2B HTE (Table 8) Ti3i% /R
Xt B BRI ER L5 (63 7%0), XEI0H (15%), &<
BISH (227 Th o1z, MEBRICHT BRI L
544 (81%), A3 P (4%), REIOH (15%) TH -
Too HBRIERAICH S L (Table 9), BUURLLH) 13 54
Bl (8170 TEDOREBMEKRHRILBSY THolz, £
BRI IR 14 L IS, S22 M4 52 xR
THRABHERS0%, HIWNFRELTH, H%S 5l
TRAEEE86Y, HIRINISHPENHF, HHO
FICREBHRINY ThHolk, BARLER 213 # (19
70) TEDS B, AR TREFTHERISY, TH -
7o SEIOKRAII TR I 7T —F LV EBH, ASIRATROE
PN ic {, RBIRERLICIR D BA b ds, SR
BBIESE L L TIZ6TRISRESI7H], 450204 cred
BHRIIESY Thol. ik, Zhb6MHlo5H1H
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Table 3 Clinical summary of acute simple cystitis cases treated with AM-715 (1)

Case Treatment Bacteriuria Evaluation Side
A ion| Symptoms | Pyuri 1
No. | R8¢ e 8173:; Route Dl(léaat;;m ympfoms Fyhria Species Count|MIC*| UTI Dr  |[effects

# + |E. coli 107 |50.10
1|48 (F | 0.8 | p.o. 3 —_ -—/— é—/—— Excellent | Excellent| —
. coll 07 |<o0.
2|46 |F (04 | po 3 ‘l: = E. colt l/ —0/10 Moderate | Moderate | -
+ |(E 107 |S0.10
3|23 |F |04 | po 3 nix E._coll T (| Excellent | Excellent| -
+ |E ¢ |=0.
4|26 |F |04 | po 3 + | |E ot 17 '0/10 Excellent | Excellent| —
+ H#+ |[S. aureus 10* [s0.10
F . S = Mod Fai -
5|28 04 | po 3 _ — |5, eptdermidis| 10° | /| oderate) Fair
s [
6|34|F |04 | po | 3 H#t + |E _coli 1? —0/'10 Excellent | Excellent| -
. coli ¢ 1=0.1
7148 |F (04 | po 3 Ht | col 17 _0/ 0 Excellent | Excellent| -
. coli * |=0.1
8|21 |F |04 | po 3 it + (B cok 1? —0/ O Excellent | Excellent| -
. coli ¢ |<o0. ’
9|21 |F |04 | po 3 —L —H— E. coli 10° |=0.10 Excellent | Excellent|] -
— | = |—= T |7
- — s
1036 |F | 04 | p.o. 3 H | S epidermidis 17 l_/SE Excellent | Excellent | Nausea
- — 3
11|32 |F |04 | p.o. 3 + -:)_ S._epidermidis 1;) _l_/Sg Excellent| Excellent| -
mirabili 10,
12 (25 |F | 04 p-o. 3 U Wt |P._mirabilis _19_ 1(21—0 Excellent | Excellent| -
- 0-2 - / /
H # |E. coli 10° [£0.10 .
13|65 |F |04 .0. 3 _ | — Moderate | Fair -
P — | = = T |
- <0,
14|36 |F |04 | po. 3 t | M |E coli 107 120.101 o cellent| Excellent| —
- 34 - / /
- <0
15|26 |F | 0.4 | peo. 3 + ;r— E coli 17 —ill-o Excellent| Excellent| —
- 1<
16|33 |F |04 | po. | 3 L ?;' E. coli 17 #’ Excellent | Excellent| —
+ |E. coli $ 1£0.10]
17(27|F |04 | po. | 3 H ot 107 |20-10] & cetient | Excellent| -
- 0-1 - / /
+ W \E coli s [<o.
18 28 |F | 0.4 | p.o. 3 T E. coli 17 ——O/E Excellent | Excellent| -
+ + i 5
1931 |F {04 | po. | 3 e - I'—Isﬁ Excellent | Excellent| ~
+ E. coli E
20(49 |F |04 | p.o. 3 —2—+3t coli l? _0,10 Excellent| Excellent| -
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Table 3 Clinical summary of acute simple cystitis cases treated with AM-715 (2)
c Treatment _ Bacteriuria Evaluation Side
o o 33:; Route Dm;if" Symptoms\Pyuria| g ies |Count|MIC* | UTI Dr [effect
21 |32|F |04 | po. 3 ﬁ+ ;- - cc:{i l?’ §0/.1Q Excellent | Excellent| —
2 |37|F |04 | po | 3 s _‘jf_ - cpidermidis l?.; 1'/5“ Moderate | Fair -
H H# [E. coli 10° |£0.10
23 |21|F |04 | p.o. 3 — 73 — - _J__. E?(ceuent Excellent| -
2 |63|F [04 | po. | 3 # 0+ - col 1;’7 ! éo/'m Excellent | Excellent| —
25|44 | F |04 plo. 3 __+_+ ;— - epi'dermidis l;]‘; #- Excellent | Excellent| —
2% (65| F |04 | po. | 3 J_’F ;" '“ii 171 go/.w Excellent | Excellent| —
27|44|F |04 | po. | 3 Jf g+ : '"';'“b""x _1;[ §0/'1° Excellent| Excellent| —
28 |62|F |04 | po | 3 +_+ (:'I" : “’_Ii 1_/07 %lo Excellent | Excellent| —
29 |21|F |04 | p.o. 3 ﬁ+ Oi ._co;If'_ 170: — |Excellent | Excellent| —
30 (33| F | 04 | p.o. 3 j —%-t : mfabﬂis 174 Excellent | Excellent| —
31[67|F |04 | po. | 3 i :f’ - col %Ol — |Excellent| Excellent| —
32{29| F | 04 | p.o. 3 +_*_+ j)” . co_l-i 1?6 — |Excellent| Excellent| —
33 (32| F | 04 | p.o. 3 __’- ;+ ’ co_Il 1?5 Excellent| Excellent| —
34133/ F |04 | po. 3 +_H TH Lo_”__ _1(/):_ — |Excellent| Excellent| —
35|23 F | 04 | p.o. 3 *f 0__;_ . co—Ii 1(/)7 — |Excellent| Excellent| —
3% |43| F |04 | po. | 3 *_H 7_: : “fi 17‘ — |Moderate | Fair -

*MIC: 10¢ cells/ml

K800mg(H2) ¥ SAMBE s h63f Tk, #
BERBRIEDISH, HRHIP CRAEL £ 1386%
Th e (Table 10), HYEMEIRBRRRYLIECTHI 2 b 4y ME S

NI EBi838k <, E. coli, P. aeruginosa ¢ 2 g F
e Lok, 83%km 5 BT3B (88%) NEERICH X L,
BB Ic 4R ABROSHBL LT, 7' AR

158134k (87 %) 23¥% L 7< (Table 11), #5531 45 W

B MIC L 20EREICHSWTH# 3 L Table 12 2 & +
X 5z, MIC #JE L7648k D 5 H60EK (94 %) #% 6.25
pg/ml PLFORBMEBT, 205 HOSSHR(92%) 25 1 %
Lizo 12.5pg/ml Ll ko MIC EDBIZ 4 KT, 0D
H 3 BRAMFRE LTz, E. coli T MIC 2JE L7268k 4
~T 1.56 pg/ml DLFC, +RTHBEEHZICHE K L 7,

Serratia spp. 12 S Bk 2 BR L Dk Lz 2 o 7223, MIC



DEC. 1981

SPOX SA[ESOU-WEIS SALIEIUIWILJ-UOU-IS0INID : UND-AN #*
TW/sed ,0T  JIN =

CHEMOTHERAPY

8504

[ - - - . (enyjomm) Hag
—  [juspeoxy [JudRIXy 010= ..ﬂ 100 % ..m+|. e 9 o'd 80 -9 + p—y> W|TL]| 6V
0zo| ¢ anuownaud Y
ST | «O1 | psowSniw g F - ™ . 2UO}S TBUSI-}]
- 100, | — od 80 | €9 - W|IL| 8
4 rood sZr | .01 | ovsowdniw q| F - s spuydauopaAd
/ / - - - o . Hdf
- I xq |JuafLeo! _— — S od 80 | ¥9 - W|SL|LY
] i e€r'e | .01 soanf S| F + snnsAo .
_ _ WnInoiIaAIp I3ppejq
= |3UoqOXY |IUNROXY ! —_— — S od | 80 | €D - Quos TBUSIA| 5| 69 | 9¥
60| .01 n00 g| T + sunsAo spuydouopeAd
/ / - - - I9ppe|q oruagdoInau
— | JUSMIOXT | JUILXT o10s| Lo1 npunazf O |+$I —_— S ‘od 80 | ¥O - snsho d| €S| SY
S L - 23!
/ - / - - - d Joppelq owsoInau 2l vs | vp
—  |jusyIaoxq | JUSI0X — - S ‘0 80 | ¥O -
e q 01°05| .01 noo g1 + + mzﬂgoé&s.ﬁ
/ / - - - o . : _ sisoTydouoIpAy-
— |womeona ywomeoxa o | — o 7| W T s od | 80 | €D snmqdevopid | | LY 34
— Jornou
— [ - - od | g0 | ¥0 | - Toppe e alio| e
- |y X7 | JUa[[e0Xq cz'9 | 01 | msoussniaw q| + T s 80 | ¥O sansho
- - Jown} I3ppelq
- Toog| 3004 NMM ,.MM :wmwmm —|— od | g0 | ¥O | - e W18 | 1p
L ** - 34
/ / - - - od . } B Iappe|q oruadornau 1l ze | ov
I e e R I L ¥ s i mzz_:a&
/ / - - - o . Ioppe[q o1uagoInau
— |yuepeoxq | juerpeox —_— S od | 80 | ¥D - d|6v | 6€
JUSNROXY | JUS[IXT osT | L0t o F| N synsAd
- - - Hdq
— | jusqeoxq | JUSROXT @% Ihlﬁi ——— +|++| I|+|| I -o-d 80 | 9 _ p— nlvlse
S| ¢ ! 1223
/ / - - - . . _ 19ppe[q orusSornou
—  |yuspreoxq | yuspaox: _ — S od | 80 | +¥9 d|6€|LE
JuemRoX | 3URMROX | T o= — o nod q| H sunsko
(4ep) 1gn (Aep/3) uonIpuod SutA[Eopy .
yoop0| 1A 1IN |+JIN |uno) saroads %unn_ﬁ swoydwis | vonEINg MO | “a50( %...M.M H%wﬂmw np TApEspun xag | 98y omMu
PiS uoneneAy eunuIL)oRg ) juduneary, stsouSerq

(I) SIL-V Uim pajean sased [1N) Pareoydwoo jo Arewuns [eofm) # 2IQEL



808

CHEMOTHERAPY

VOL. 29 S-4

/ / - + + Hdg
- Ime,j | 9erd | T | Sipnazapids <| —— ‘od ! - -
d PO / 01 &EE&\MOW % m T S 80 | 9O stnsAo W|9L| €9
/ / - - - SISOIS[OS MO3U Iappe[q
— [yuspeoxy |yuspeoxy | ——| —— R 0" : -
JUS[39XY | JUS[30XT 7| or<| guomow | ¥ — S od | 80 | D snsko W|s9| 9
/ / = - + Hdg
— |1udpeoxy | juapeox — ‘o-d . - -
FII0X Y | 1UROXY cre | ot sumoanf §| I m S 80 | vD STnsko W|2ZL| 19
/ / — — - sisorydauoIpAy-3g
—  |USII™XT JUSNIXT | EEn sipnusapids S| T — S ‘o'd 80 | 9O - W| 9| 09
01°03 0T avuownaud “y # spuydevopAd
/ <01 | smooooordasig-n| F - e[NISYY TedISAA-03001
- Ie 819 _ - ‘od ! - -
TeJ | 3jeIopoy oT0S| ot W05 7| - S (Y 0 | vD snnsko W | LS| 6S
/ / - - - Hdg
— |1usqeoxy [ juspaox _— ‘od ! -
[ A T noo 7| T | A e A suusko Wi 99|88
/ / - — - Iappelq owafornau
— |3USM0XF | JUSMEIXT [ —— [ — S ‘o°d ¥ - .
SMROXT | JUSMIIXY 0T0=| S0t 00 7| T T S 80 | vD sonsko d[6b| LS
/ / - - - 9103 TRUSI-}[q
—  |JUSMROX T [ JUIMIOX —_— ‘od | -
JUIM[30X | JUSIIXY 650 | (01 | ovmuownaud x| “wr — § ° 80 | €D snuydouopaAd d| L) 95
/ / — F - Iown} Iappe[q
- 19 9jRIdPO —_— ‘od y - -
RISPO | AJBIIPOW / ,01 | snasosordauso| _ S o 80 | vD — W| 89| SS
/ / - — + Iappe|q oruafornau
= |weneoxg |ywemeoxg [G1ps 7700 7 S od [ 80 | 9D - d|CL| vS
01°0S 01 «dNDIN| T H sunsAs
/ / - + - sisorydouorpAy-11
- BISPOY | 3eIapO : ; o-d . " _
SJBISPOJ | 3JBISPOW | 6 01 siprudapida s |y - S o 80 | 9D snuydeuoraAd W|L9| €S
/ ddo [y I
/ / - ¥ - Hdg
- BIIPO | 93e19pO ‘od K -
IO IO | 660 | S0t | spmaomd 5| + s i snnsko W89 e
/ / — — — 2U0}S TeuaI-}q
— {juareoxyg | juapeox: - od . y _
JUSMAIXY (JUAIXY 0T0S| ot nuosiow | I — S 80 | €D snuydouoeAd 4|0 18
/ / - + - Iappe|q oswadornau
- BISPOJ | 93eIPOJN | ——— od . _ I
3JBIAPOJ | 3JBIPO 60 | ot wpunag 5| H — S 80 | ¥ sInsko d| S| 0S
A Aep/3.
woype| 1@ L0 |eOWM [ynod)  sopeds | Gaup g uoesnct| U | G/ 1055 (oynozy | wonrpuos Surkpapun vog | agy| ON
apIs uopeneAg eLINIS)ORG Hnid jusuneary, IL n)reReye) ssouserq ase)

(@) SIL—WV s pojean saseo [1n pajeondwiod jo Areurwns (LI LL o I ) C LA A




DEC. 1981

CHEMOTHERAPY

5086

/ 0T psoudniav d| + ~doysod H4d
easne o . . —
N J00q 1004 79 ot vsoumar | W T S o-d 80 | 79 Ty W mL L
/ / - H - 9U0}S TeUaI-'}I
- I 2 ar (- -od . . _
9)RISPON | 3eISPO sz9| ot mouSnaer | 4 — s ° 80 | €D suuydauoreAd W5 el
/ ! - F + SU0JS 19}3IN-"}1
_ _* -od . . _
| NPON [oz0| ot | spmominaud | ¥ H e 80| 9 spuydauoraAd i B
/ / - + - 2U0})S [RUSI-Y
—_— . .ﬂ . - —
J)RIIPOY | IBISPON o1l ot wos 4| — S o 80 €0 pr—— a1 1wl 1L
JUS[ROXT | UayIR0X ! — — — od 19ppE1q owagonau 1l €9l oL
i MR T I woo 7| W = s 80| ¥ sHsko
91| s01< symoanf Y| - H# Hdd
- e | NRRPON | 9oy | L0T< | psouSmiap | it i S od | 80 | 99 - oonsko | | SL| 69
ST'9 siptwsapyda s o
/ / _ _ - *doysod Hd4
—  |yuopeoxq [jusyeox — d - -
! 1) Ttre| ~o1<| mowsnier a| I - ¢ ° 801 19 sinsko Wi es| 89
/ / - + + Town} I3ppelq
- e BID)| —_ - o-d -
e | AEPOR STI| $01< oazas |+ T § 80 | v — W SL| L9
\ / 80:&:“ 0 'd + + doysod Hdd
U Y e e .
- e [ABBPON | 4 | 1< mansqapy| + S od | 80 | 99D - snsho W| LL| 99
sipuusaprda S
11 - - + doysod Had
— |3uapeoxg [yuspaox R -o-d : . —
TROXT | HRMed €1°e] 0I< 4210090493ug | H- + s 80 | D spusko W| 89|59
0S oo g
_ 1004 100g| 05 s01< PUDLISS +|+| + s od a0 | vo _ SISOIS[IS 9oUu Iappelq wl 1! vo
0S | s0I< ououiag| H snnsAo
£ Aep/3 Sutk
yoyge| 1A 1IN [«DOIN] uno) sa10adg Qg swoydwAg :%EMWW—Q anoy Aumwmﬁv dnoig| (eInor) uontpuod SULAISPUN xog| 98V ‘ON
e uonenreAy BLINL}ORY o JudUeAL], L.L (03219480 sisouger(y 958D

(€) SIL—IWV Wi pajesn) sesed L Poywondwiod Jo Arewswns [eort) ¢ J9EL



B8O7

CHEMOTHERAPY

/ / - 0 - 1appelq owadoInau
— | yuaqeoxy | yuspaox ‘o'd : - >
1 96T | H01 nos g+ — ¢ vo ¥ snsAd 41 59| 98
/ / - 0 - Ioppelq OtuagoInou
— | yuageoxz|uageoxg - -o-d : - -
01°0S| .01 o> g\ F - s 80 LY snnsAo d] 65|58
/ / = 0 - Ioppelq o1uagoInau
~ | uorpeoxy | Juaeoxy - o'd . _ :
01'0S| 01 o2 g F - s 80 ¥o sS4 d| LL|¥8
/ / - 10 +H Hdg
T [URWRXT | JUAMIXT| "G5 — 700 4| § |od| g0 | 99| - W|6L| €8
951 | 0T sypoanf 5| T # susho
»0T Eo.um_-mMo A F - Jappelq otuagoInau
- e ] | 21eI9POW| €€ | .01 sipoavf 5| s |od| go | so|®wAN aliL|es
070 yo2 g - + suns4o
070 anquownaud -y
o1 sypoanf s\ 10 - (enpa1n) Iappe[q owagoInau
- 1004 1004 s -o-d . i
9S'T | 401 sywoanf s\ F - s 80 | O spusAo d|8¢) 18
.01 |aowownaud -y 0 - Awo1soprowsIsooIsaA
- Jooq I00d{ oz0 opjuownaud Y| F S ‘o-d 80 9-D - d1 15|08
oros| O noo g - supsho
/ / - 0 - -adojsod Jowny Tewar-yy
—  |yuspeoxg |yuspeoxyg o-d . _
9S'T | <01 syooanf §|  + - s 80 | ¥O synsAo d] 65 | 6L
ssou / / - 0 - 13ppe|q owagornou
juspoxg |jueeoxg| T n= - ¢ od . _
4271 01°05| .01 sqqoiud °d _ 80 9D 4119 8L
P 00 ¢ 1102 g # sgpRsAo
/ / - 10 - -adojsod auUOIS TRUAI-Y]
—  |yueqeoxy |juapeoxy -o-d . . -
020 | 01 |oomomnaud 5| ¥ - s 80 | €9 snydsuoRAd d|ee|LL
/ / - €T - QUO}S TeUaI-"JX
— |yusmeoxyg |yuspeoxg| —— - - od . y _ .
01°05| 501 oo gl H H s 80 | &9 spuydauoraAd di2v )9l
/ / - 10 - JU0}s I9aIn[
— |quopooxg Jauepoxg | —— | | — — | — od ) g _
070 | <01 a0uUa0z0 y # - s 80 &5 spuydauoradd Wi ve|sL
A
jop0| 3 11N |<OIN |wunop|  saroads R0 — %:Mw_n_ oynoy ?mewv dnoss | (anor) | uonrpuos Surkuspun oN
PLs - elInAg . 110 |1eyey Xag |98y ase
onenreAy eunusjoRg jusuneaIy, srsoueiy O

VOL. 29 S-4

(b)) STL-WV UM Pojedl} sosed I Paieondwoo jo Arewruins [eorwy) ¢ SIqRL



DEC. 1981

CHEMOTHERAPY

508

/ — H+ - Awojoejeysordysod
- Ire | 9jeISpo 01 _ %.:uoow“ “ H ~ S ‘o'd 80 9-D = - J— Nn| €9} 001
/ - €0 - J9ppeIq OrusdorInau
— | yu9 USMAOXy [ —— ‘od . -
USOXT IUIROXT o< oo 7+ W s |° 80 | ¥ sunsko ) ¥9) 66
/ - F - SISOIA[Os O3U IOppe[q
- IR J| 9jeId) ‘od ‘! -
Te | 9JRISPON 01< oo 5 ¥ § ° 80 o snnsAo W| w9 86
01< e | + SISOI3DS YI3U Jappeiq
- 100 I00 £ ‘od : -
! d s01< ousuas| ¥ s 80 | ¥D S W| €L| L6
/ - F - Jappelq oruafornou
- 9Jerd _ — ‘o-d ! -
Irej| 9BIPON o1< ok (™ — S 80 i) snsko d| SS| 96
/ - + - 2UO0)S TRUSI-[
- Ime,j| oje1d N i -ord . g _
d PO 1< sy 4 — S 80 €D snuydauoeAd d| Sy | S6
/ - H + Jown} ISppelq
- e,y | ajers —_ —_ ‘o'd | -
Tej | 9JeIpO oT | msomanmn 4| W "y S o 80 [ ¥D sunsAo W| 6L| ¥6
/ —- 70 - Hdd
— | yuaqeoxg | Juspeox ‘o'd . -
BLL I CE2N | 39Xy 1< oo 7| F S 80 o ko NW| 8L | €6
(01 | vsowdruav g\ H - . . QUO0}s TeUal-y|
food 1ood €1°€ | .01 | osowrdniao J| + - L od 80 &9 spuydauoppAd Wi EL s
/ / - 10 - Jown Iappelq
— | yuoreoxq | yusq0Xy — —_— ‘od . -
01'05| <0t qod gl F - s 80 v.o snsAd 1) 59116
/ / - Tl - 2U0}s TEUAI-I]
— | 9yera 9)eId ‘o'd ’ - - -
PR PO 6€0 | »0I yoo ‘g F - s 80 &0 spuydauopeAd W|ss]06
/ / — €z - Hdd
— | yuapeoxq |1u9y30xq — ‘o'd ‘! -
01°0S| 01 100 7| T L 80 o p— W| 69| 68
/ / - ¥+ - Jown} Iappe[q
— |9je1d RI9) ‘od ‘ -
1eIOPOJN | 3JeISPON 9T | o1 | meowsnan 4| F — L o 80 o p— W ¥9 | 88
€1e| <01 syooaof ‘S| H H Awojoaeysoxd 3sod
_ 01°0S| ,01 [ppuownaud ¥\ o . 1 -
woog| 1004|3103 ¢ 100 o H s |od| g0 | 9o sansko W| so|L8
€1°E sywoanf °§
wome| A | 110 |+OM [jumop|  saweds | gdy) Shep) lopnow| A%PD) noss | (aynon) | uontpuoo Surdpapun N
swoydwAg|uoneIng a xag| 98y
apIS eunig 11N [¥3ye) ased
uoneneAy eunuajoeg jusuneary sisougerq

(S) SIL—WV Yum pojean} sosed [I) pajeofidwoo jo Arewrwns [eOID 4 9JqEL



509

CHEMOTHERAPY

VOL. 29 S-4

0 (poe Joyioog | |
($001) 9¢ / 9¢ g ouaoeozD
3JBX SSAUIAIRYJS [TRIIAQ (%98) 1¢ JUIIIXY _ _
9¢ (% ) 1 (s ) 2 ($26) €¢ eundd uo Aaeoyzg
uoneUnN
10} ase) (0 ) 0 (% ) 1 ($L6) s¢ uo ured uo Rwuc.,«m
%0 )o pasueyoup
(e )1 I AWMMMWMMW eunIIo)oRg
(%L6)s¢ I I 4 1€ || poresiumyg
padueyd | pasearo 33ueya| pasearo a8ueyd | pa
eunuoioeq | -un | oq [P0\ | eq | PRI P P [poread eunkg
uo Aoearyyg
PpaIsIsIag pasordwg paAjosay woydwiAg
sunsko aqduns 9o UT GIL-WV JO AJBOje [eONUTP [EISAQ S SIqEL
— | suoneoxalyusmsoxg / / - 0 - ¢ od | g0 | »o _ Iappelq otussornau
0105| <01 100 3| + + e 4| vy | €01
o1 pyouas| g + Awoyoaeysordisod
- 100, 100, 5 ‘0" : - -
d d M) pyviiag| + § od 80 (2% p— W| oL|zo1
/ - 0 + Iown} 13ppeiq
— |juspeoxyg |yuspeoxg| —— -o-d . _
apeoxg [yusfeoxy e omizas| —FF T s o 80 | 9 S w| sl
sepe| 1@ | 1In |+OIW [wuno) | sarvadg d (A%P) o1 noy | (4EP/3)
«u n.w.um T mn :z»vm swoydwis [vonenal> ¥ [ “asoq w_ﬁw kmwﬁmu uonIpuoo SutAprapupn xos| a8y °N
uonjenreAg eUnualoEg Tuouneery, sisouserq ase)

(9) SIL—WV Wi pajeon soseo JL pojeodwod jo Arewurns D ¢ J|qeL



510 CHEMOTHERAPY DEC. 1981

Table 6 Bacteriological response to AM—715 in acute simple cystitis

Isolates No. of strains Erac(l%c,:)ated Persisted S;;:i'r“t:&';::l"t‘
E. coli 28 28 (100)
P. mirabilis 3 3 (100)
S. aureus 1 1 (100)
S. epidermidis 4 4 (100) 1
Total 36 36 (100) 0 1

Table 7 Relation between MIC and bacteriological response in acute simple cystitis

MIC (ug/ml) Inoculum size 10° cells/ml Not
Isolates d o?:e Total
£0.10 |0.20/0.39/0.78] 1.56 | 3.13 | 6.25[12.5| 25 | 50 | 100|>100
E. coil 20/20 11 7/7 | 28/28
P. mirabilis 2/2 1/1 3/3
S. aureus 1 1/1
S. epidermidis 3/3 1/1 4/4
Total 23/23 4/4 1/1 8/8 | 36/36
(100%) (100%)| (100%) (100%) | (100%)

FRIE LIz 2 Bk 5 & MIC 12.5 pg/ml > 1 Bk L,
50 pg/ml @ BRI FE 2 U 72, P. aeruginosa 8 ko MIC
BT XT125pg/ml LTFCED S B 5 BEMHL L 72,
75 LIBHERRE 1280 MIC (34 ~ T 6.25 pg/ml pL F
T8I DIHRRTCH-o72, AM-7151 AL 800mg % 5
AR5 L7636l T, MIC 2% 6.25 pug/ml LS F o>
HEEEDHEKER 93%) i3 125 pugml YU Lo E ¥ D = h
(25%) I~ THEIZF ChTv iz (Table 13),

3. B¢ R

AM-TIS &85 L7z 119 filic >0 T B HRE 15 F %
Z5EIPNCELD, 2D EVAED bhi-, BIWER
DRBUPAKEIL 4.2% ThoTz, ED 5L, 1 FHBELD
EHAET, 1R EO0RD I ETRSE PIELE,
5L AM-TIS o5 IcBfRA H 5 L Eb iz (Table
14), Table 15 iz ik 1 4 & & o 72265 D BaRIREL MH
BLE R LT, 8 BlIC200F D RFEIEEA A b 722,
Bt S EAlDFEHICIBEFRA RV E Bbhs: (Table 16),

m £ =

Box iXRBEBEOHFICH LT, RULEORERE
THENED bhiicid, NA 2L LTs%/)
CERAERAOHERTREDbZ Vv, L L AMTIS |
LB Ot ARIEFRERLB-TIREAEDOK
Bt Chiciihea+5, £k, 77 »BHEEE
L THRED LD X VRWHENEFT LShTY
32, SEOLEMZRNTLEERICEW TS 7 AR
HE, BHEEWPhcBW LT ChRiE AR R L
oo RESEYIE®R B © i3 E. coli i MIC o peak #
0.10 pg/ml LLFizd b, P.aeruginosa Gix MIC 0 peak
it 1.56 ug/ml iz Y, dtic 1 etk MIC o pattern &
SRL7, LML, Serratia spp. TitZ#trn MIC O
pattern T3 o /-,

AM-715 0 4, 5 1 oD RPBEOR VR TH
%, 4, 400mg, 200mg, 100mg | EE A 5HDRT
BE 2 BIFAICRIE LA, 10~12RRgoRPIcEN
Fh 92.6 pg/ml, 20.9 pg/ml, 13.2 ug/m/ DIEEHSBD b
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Table 8 Overall clinical efficacy of AM-715 in complicated UTI

Bacteriuria Pyuria Cleared | Decreased | Unchanged %21‘;::%,&"
Eliminated 37 8 9 54 (81%)
Decreased
Replaced 1 2 3 ( 4%)
Unchanged 4 6 10 (15%)
Efficacy on pyuria 42(63%)| 10(15%) | 15(228) | 0!
S Excellent 37 (55%) |Overall effectiveness rate
[ ] Moderate 20 57 / 67 (85%)
[ poor(or Faitea) 10

Table 9 Overall clinical efficacy of AM—715 classified by type of infection

Group Ig:;e(;f (}c:?tc:tl;:) Excellent| Moderate | Poor %‘ééﬁeness}
1st group (Catheter indwelt) 1( 1%) 1 0%
Single 2nd group (Post prostatectomy) 4(  6%) 2 2 50%
infection 3rd group (Upper UT 1) 14( 21%) 7 5 2 86%
4th group (Lower UT 1) 35( 53%) 23 9 3 91%
Sub total 54( 81%) 32 14 8 85%
Mixed 5th group (Catheter indwelt) 2( 3%) 1 1 100%
infection 6th group (No catheter indwelt)| 11( 16%) 4 5 2 82%
Sub total 13( 19%) 5 6 2 85%
Total 67(100%) .| 37 20 10 85%
Table 10 Overall clinical efficacy of AM—715, classified by type of infection
AM-715 400mg X 2, 5 days p.o.
Group r::;;;f (gfrt‘;:;) Excellent | Moderate | Poor %‘{,'Ecr:g{'eness
1st group (Catheter indwelt) 1 ( 2%) 1 0%
Single 2nd group (Post prostatectory)) 4 ( 6%) 2 2 50%
infection 3rd group (Upper UTI) 13 ( 21%) 7 5 1 92%
4th group (Lower UTI) 33 (52%) 22 8 3 91%
Sub total 51 ( 81%) 31 13 7 86%
Mixed |>th8rouP(Catheter indwelt) 2 ( 3% 1 1 100%
infection 6th group (No catheter indwelt) 10 ( 16%) 3 5 2 80%
Sub total 12 ( 19%) 4 6 2 83%
Total 63  (100%) 35 19 9 86%
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Table 11 Bacteriological response to AM-715 in complicated UTI
Isolates No. of strains Em((l;’:)ated Persisted s:;:;?'“‘&gfn':n';‘
E. coli 31 31(100) 1
C. freundii 2 2(100)
Klebsiella 2 2(100)
K. pneumoniae 8 7( 88) 1
K. ozaenae 1 1(100)
Enterobacter 1 1(100)
Serratia 5 2( 40) 3
P. mirabilis 1 1(100)
P. morganii 2 2(100)
P. aeruginosa 11 8( 73) 3
A. faecalis 1 1(100) 1
NF-GNR 2 1( 50) 1 ’
GPR 1 1(100)
S. epidermidis 7 7(100)
S. faecalis 7 5( 71) 2
a-Streptococcus 1 1(100) 1
Yeast-like 0 1
organism
Total 83 73( 88) 10 4
Table 12 Relation between MIC and bacteriological response in complicated UTI
MIC (ug/ml) Inoculum Size 10¢ cells/ml Not | Total
Isolates done |°
=<0.10/ 0.20 | 0.39 [0.78 | 1.56 | 3.13 | 625|125 | 25 | 50 | 100 | 200 | 400
E. coli 18718 272 | 22 4/4 55 [31/31
C. freundit 1 11 22
Klebsiella 272 2/2
K. pneumoniae | 272 | 4/5 | 1/1 1/8
K. ozaenae 11 Vi
Enterobacter 11 1
Serratia V1 V1 v3|as
P. mirabilis 11 v
P. morganii 1 V1|22
P. aeruginosa 22| V2 |2/3| 01 v3 | v
A. faecalis vi|wn
NF-GNR 11 1 S| ve
GPR vi|w
S. epidermidis 33 1 V1 272 | /1
S. faecalis 23| 34 : 4
o-Streptococcus 1;; 19 713;;3
Toul [l e |oem oo {790 oo Con)Com TC39) |( 88
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Table 13 Relation between MIC and bacterlological response
AM-715 400mg X 2, 5 days p.o.

MIC (ug/ml) Inoculum size 10° cells/ml .
£0.10 | 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100
23/23 | 18 717 7/8 5/6 3/4 1/2 0/1 0/1
(100%) | ( 88%) | (100%) ( 88%) | ( 83%) | ( 715%) | ( 50%) (_0%) | (0%
52/56 (93%) 1/4 ( 25%)

** Po=0.0003

Table 14 Incidence of side effect

No. of side effect Relation to the drug
. Severity of . .
Type of side effect symptoms Total Definite | Probable | Possible Probably | Definitely
grra s (%) not not
Nausea 1 2 |3 (3%) 2 1
Dizziness 1 1 ]2 @2%) 2
T .
Total No. | gar o % [ 2| |3 |5 am 4 1
:fﬂ'f:f:d Total No. of
cases with 5 (4%)** 5 (4%)
119 cases | ™
side effect
+ No. of cases with side effects X 100 «« Yotal No. of cases with side effects X 100
Total No. of cases Total No. of cases evaluated
+#: Discontinued due to side effect
#: Treatment for side effect was necessary, but continued
+: Treatment for side effect was not necessary, and continued
Table 16 Changes in laboratory test results
Total No Deteriorated (Relation to the drug)
Ttem, ‘of cases |Definite |Probable| Possible | Sub total ch:)(;bly Deintlte- Sub total Unchanged | Improved
RBC 26 (100%) 4 4 (15%) 22
Hb 26 (100%) 4 4 (15%) 20 2
Ht 26 (100%) 2 2 ( 8%) 21 3
WBC 25 (100%) 20 5
Thrombocyte { 10 (100%) 10
$-GOT 24 (100%) 4 4 (17%) 20
S-GPT 24 (100%) 2 2 (8%) 22
Al-Page 24 (100%) 1 1 ( 4%) 22 1
BUN 26 (100%) 1 1 ( 3%) 24 1
$Cr 25 (100%) 2 2 ( 8%) 22 1
No. of cases with
deteriorated laboratory 0 8
test results
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hite
$ov, GRTHRARHAED L ROCRPREORHE

@i nT, RAILLTREEKE1AZE W, ¥
£%) L L, SHEBMMERER K ici2 1 B 200mg &, M
BMRBBYEICI 1 B 400mg B E LR,

LT BMERAIERIE R 36 Bl AERRIR 2D 31
WE6%, HHS M (14%) THRTEHR1WH bh
. BERICRHE WIS <THERL, MIC i3
4T 313 pg/ml LT CH o,
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AM-715, a new quinolinecarboxylic acid derivative was evaluated both bacteriologically and clinically on urinary
tract infections, and following conclusions were obtained.

1. In the standard strains, both gram-negative and gram-positive bacteria were susceptible to AM-715. The con-
centrations required to inhibit the growth of 909 of the clinical isolates of E. coli (93 strains), P. aeruginosa (55 strains)
and Serratia spp. (26 strains) were 0.20 ug/ml, 12.5 ug/ml and 6.25 ug/ml, respectively.

2. The peak of urinary concentrations after oral administration of 400mg, 200mg and 100mg of AM-715 were
372 pg/ml at 0-2 hour, 133 pg/ml at 24 hour, and 77.8 pg/ml at 0-2 hour, respectively. Recoveries within 12
hours were 25.5% 18.7%, and 26.5%, respectively.

3. All of 36 patients with acute simple cystitis responded to AM-715 therapy (400 mg/day). Efficacy on pyuria
was found to be 92% in respect to “cleared’ response, efficacy on bacteriuria to be 979, in respect to “eliminated”
response and efficacy on pain on urination to be 100%; in respect to “resolved’’ and “improved” responses.

4. Overall clinical efficacy of 67 cases with complicated urinary tract infections treated with AM-715 (800mg/day,
p.o.) was found to be 85% in respect to both “excellent” and “moderate” responses. The rate of efficacy on pyuria
was found to be 63% in *“cleared’” response, 15% in “decreased’’ response and 229, in *“unchanged”. The rate of
efficacy on bacteriuria was found to be 81%; in “eliminated”, 4% in *“‘replaced" and 15%; in *“unchanged”.

5. In 83 urinary isolates from 67 cases with complicated urinary tract infections the elimination rate was 88%.
The elimination rate of gram-positive cocci was 87%.

6. Incidence of side effect was 4.2% (5/119). All of these side effects may be attributable to administration of
AM-715. Deterioration in laboratory test results was found in 8 of 26 cases, probably not attributable to drug.

In conclusions, AM-715 is suggested to be a useful and safe drug for urinary tract infections.



