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Hih

FEBRERE 2 bW L S. epidermidis 228, E.
coli 268k, K. pneumoniae 268k, P. mirabilis 28#k#t 102
#ict s AM-715 & NA o B NREH TR IEME (MIC)
¥ AR SMBEY R v T, 108 33X U0 108
cells/m! #:8E CRE L, Fi#) 40mg i2 0.1 N o> NaOH
4m! fnz, 10mg/ml OFIEEY WK T 2 HHR
OERFEFES L Y, ®d 0.1ml & 50~55°C icifs
L7 Heart Infusion Agar (pH 7.2) 9.9 ml L BRL TH#¥
By Lk, Zhiz Trypto-Soy Broth (BsK) iz 18
i3 U o giEk 108 s X U8 108cells/ml 3 7 5 v &
—C#f L &, 37°C T incubate L 18mfi#%ic¥E L
o

B iz & CHic Pt

TEEREARA 4 4 & ZERRE L EASUREE I & 1 A A 200
mgkay 7 1ROKTRAES R, 304, 1,2,4, 65
MgicRMmL, 2,4,6, 8 REMBICRR L, RfL% X~

MbicRk L, M —20°C IcRTELY, REZIEM
TR LR, BhEh—WoRE Rk L LTERRE
L, Mg, REMEORECHE > Ti E coll
NIHJ JC-2 sk W & L, KBIPIR & A & Agar
Well #5942 X - 1,

WA DERICH > T X, ## 10mg % 02N
NaOH 2 m! THM L%, W¥kcLk% 10ml L L,
MR RERERICREETF( Ftfle=te—n1Ml
T, RORERE B iciz 1/15M PBS (pH 7.0) T
BHRART & ER Lk,

2. EEPRAOMEY

BB R B K EE AR B3R 2 & TNIC B BURBE & B2 L 2 JRBR
RBREBED > b, UTI RYMMER B 2R o BE
HRUFICABT 5 SMERMMERIBELR 395, SHRERL 2
B, BV PRBERYLSE 7 Pl o RH48MIZ R & LT,
BMERRE TRl LTAR A1 A & 300~600mg %
A3 T3IAM, BEREECIX]1 ARZ600mg4r3 TS5
AR&E U, BRA, MEEMICRN LAKIORHEE B
Zhaot,

Fig. 1 Sensitivity distribution and cumulative
percentage of S. epidermidis 22 strains
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Fig. 2 Sensitivity distribution and cumulative
percentage of S. epidermidis 22 strains
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1. XEpoid

néE AN

S. epidermidis \zx}t+ % A&l MIC X 108 cells/ml
FERE i 0.2 #g/ml DIF iz 40.9% 234345 L, 6.25 pg/ml
L2EMDOBRMEA Y —VEFRLER, TRTOEKR
6.25 pg/ml LT CRELRMLELE N, XL LEZNAT
X 0.2 pg/ml L 25 pg/ml iz 2 REDOBZHEA 2 — v &
RL, SRBAEHICBNTHL ) OBZE RSB LY
RLIR, AAIOLHBEALMCRVRENEET B L
HRHBA L 7= (Fig. 1), 108 cells/ml #:48 i3 A H 0 B2
AR E 2 ES 2 {,0.2 pg/ml LT OEEBRZHE A
38 (13.6%) #iNL7-, NA CRrEMEROBIICL 3
HEAOHMRAZ LD L h, 73% o & B X 0.2 ug/ml

DEZEMEETRL, 1 KREERE 3.13 pg/ml PUTFicph L,

1 BkiZ 200 pg/ml LU E DO EETHE % 7R Lo A R I <8
ThD, RHEMBRTIZ0Y, BEMEIERE 28 5 MICix
NA 1.56 pg/ml, Z %] 6.25 pg/ml r 7z » (Fig.2), &
B NA it T 2 BEZERERBIFTHHZ L & RL
720

LU E. coli 268k 1) 5 5 8% 5% 1% 13 108 cells/ml #=

T Fig. 3 0 Z L CEBMICERFY T Ch, T 2T
BT 3.13 pg/ml UF CHEEF RIS Az, L{iT02
pg/ml LTFi2218k (80.8%) i3 fi Lz, Zhizx L T
108 cells/ml #5¢ NA Tit 3.13 pg/m! > 5 200 pg/ml
PRz 44 Lz s, B e— 2 i3 3.13 pg/mliz
HEw b, 100cells/ml g Tit Fig. 4 0L K K
FCxLTiE 1 Bk (1.56 pg/ml) % B &+ = T O0.2p8
ml YUFoSECEZEL T Lz, NA T it 0.2~100 pg/
ml ¥ ChEWBREZESATHY, 0.2pg/ml L 3.13 pg/
ml iz 2 REDOBEHE— s 2R L, LEB-TEA
@ E. coli izxt+ 258 71 1% NA (i L 108 cells/ml #
TS BPE, 105cells/m! R 1 WL SEBET C
NI TH o7,

K| K. pneumoniae 26¥kiz 5+ % Hidi i3 108 cells/
m! i Fig. 5 » = & < 0.2 pg/ml L F2» & 50 pg/ml
¥ T LIz, 0.2 pg/ml LLF iz 68k (23%), 6.25 8/
ml iz THEQTY%) L2 EHOBBHE — 7 2RLED,
6.25 pg/ml LLTiz218k (80.8%) 243 7iL, 80%RHME
1343 6.25 pg/ml TH LA, —J5 NA Tid 3.13 pgl
mi 7> & 200 g#g/ml Ll k2434 L, 200 pg/ml PL E it 4
BROSISER (57.7%) 2 ks b, 100 pg/ml Bl ERHERI
178k (65.4%) 125 L, 108cells/m’ B CRIAK TR
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.Fig. 3 Sensitivity distribution and cumulative
percentage of E, coli 26 strains
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Fig. 4 Sensitivity distribution and cumulative

*L percentage of E. coli 26 strainsg
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Fig. 6 Sensitivity distribution and cumulative
percentage of K. pneumoniae 26 strains
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Fig, 7 Sensitivity distribution and cumulative
percentage of P. mirabilis 28 strains
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Fig. 8 Sensitivity distribution and cumulative
percentage of P. mirabilis 28 strains
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Fig. 9 Correlogram between AM—715 and NA
S. epldermidis 22 strains
MIC(ug/ml) 10® cells/ml MIC(ug/ml) 10° cells/ml
>200 >200
100 100
“ B v 25
g g :
z . . . -
Z 625 | Z 625 |
lo . 3 o i
1.56 1.56
0.39 0.39
<0.20] /]% R L : <218 I"1° *
<0.20 0.39 1.56 6.25 25 100 >200 <0.20 0.39 1.56 6.25 25 100 >200
- MIC(ug/m1) NA MIC(ug/ml)
Fig. 10 Correlogram between AM—715 and NA
E. coli 26 strains
MIC(ug/ml) 10® cells/ml MIC(ug/ml) 10¢ cells/ml
>200 >200
100 100
25 25
wv v
~ 6.25 = 6.25
3 =
z Z ]
1.56 ° ° 1.56
0.39 : 0.39
<0.20 | f [ <020 8T [P i " :
. . . . >200 N . 1. . >200
<0.20 0.39 1.56 6.25 25 100 NC(ug/ml) <0.20 0.39 1.56 GN%AS 25 100 MIC ug/mi)
NA

F T 25 pg/ml LTIz L (Fig. 6), 0.2 pg/ml LLF
DEEBSMERES 108k (38.5%) izsgfmL, 0.78 pg/ml L
TIz148k (53.8%) 2343Ai L=, LA L NA T3 100 pg/
ml Pl otk 168k (61.5%) & bhiz,
807, FHEMIER%1H D MIC i3 & A T X 6.25 pg/ml,
NA T2 200 pg/ml A EE WS FER LR o7z,

P. mirabilis 28¥kizxt+ 2 AR 0 HiE 5 1 108 cells/ml
BT 0.2 pg/ml LT A 5 50 pg/ml £ AL, K=
PEE— 2 1 6.25 £ 7213 12.5 pg/ml ¥ £ x & hi- (Fig. 7).
6.25 pg/ml LI T Ic17k (50%), 12.5 pg/ml PLF ic 24 #

(85.7%) 244 Lice NA Tix 6.25 pg/ml > & 200 g/
ml Sl B4 L, 100 pg/ml L2238k (82.1%), 200
pg/ml Ll Eiz228k (78.6 %) OtEdk»R» L » b h i,

106 cells/m! RO RKEIL Fig. 8 0L THY, KA
13 0.2 pg/ml PLF A& 25 pg/ml Lk 1 BxREBER i2 B
7L, 0.2pg/ml LTIz 8 ¥ (28.6%), 12.5 pg/ml iz 6 4%
214%) D2 % HORBREHEY— 227 Lk, NATRE
1.56 pg/ml %25 200 pg/ml Pl EDOBZMESH TH Y,

108 cells/m] #2846 ¢ % 100 ug/ml BJ_F iz 20 #k (71.4%),

200 pg/ml P EoftERR 178 (60.7%) ikt ® bk,

LichioT
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Fig. 11 Correlogram between AM—715 and NA
K. pneumoniae 26 strains
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Fig. 12 Correlogram between AM—715 and NA
P. mirabilis 28 strains
MIC(ug/ml) 10® cells/ml MIC(ug/ml) 10° cells/ml
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25 25 ° 3
" Y, B L n y, ° s
& 625 p it g 6.25 i
s " s .
< <
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0.39 . 0.39 . .
<0.20 B . <0.20 |/ Ol . 0 T
<0.20 0.39 1.56 6.25 25 100 >200 <0.20 0.39 1.56 6.25 25 100 >200
NA MIC(ug/ml) NA MIC(ug/ml)

AUBZ R D AR OHE SR NA ik L+ <
NTWBZ LB L,

B4

S. epidermidis \zxt+ 24K L NA o+ &
Fig. 9 it R L, A2 NA X9 1 BBELLET < b
HEA® R Ui gidkix 108 cells/ml 5288 < 14 & (63.6
70, 108 cells/ml #:85-C128k (54.5%) Th b, ZRfitE
ERTHRIR Do, NA 025 1 BBEL EF <Chicl
BRIX 108 cells/ml #2485 7 #k (31.8%). 108 cells/m! H=fE
T 108k (45.5%) TH o7z, E. coli Tix Fig. 10 pZ L

{ 108 cells/ml H:8E T 2 Bk 75 1T BRSO REMTH - 72
B, o2k RTIAEFIDFH 4 BB LS Chicht
BAHETL, 108cells/ml T T XTOEK T A H
OB Iz LI0EERE+ iz, K. pneumoniae ¢
{ Fig. 11 127+ & 5 IC AR & b ARIOREN 2R +
&, 108cells/ml #5862 7z v L1OEY B, 108 cells/ml
BRET22WLIEELT ChENE R L, &X
R 2L AL bhird o7z, P. mirabilis T Fig.

120 Z &<, 108cells/ml 8T 2 #k, 108 cells/ml {5
T 1 BRI ARRSOBEEL R LS, howkc
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Fig. 13 Serum level of AM-715 after
oral administration
200mg, n=2
Agar well method
E. coli NIHJ JC-2

sg/ml
o——e fasting
+ 0---—0 non-fasting
0.60[
0.40F
0.201
Group | Case B.W.
K.H. 65kg 0.017 | 0.24 0.25 0.18 0.073
fasting | H.S. 58kg 0.33 0.36 0.27 0.15 0.056
Mean 62kg 0.17 0.30 0.26 0.17 0.065
M.L 62kg 0.017| 0.25 0.27 0.17 0.055
non-
fasting J.H. 63kg 0.01 0.04 0.24 0.036 | 0.013
Mean 63kg 0.014| 0.15 0.26 0.10 0.034

Fig. 14 Urinary excretion of AM-715 after
oral administration
200mg, n=2
Agar well method
E. coli NIHJ JC-2

e Bl e—e fasting
(Jo-o non-fasting |
3.07 16
2.0t 14
1.0 12

Group| Case |BW.| 0~2h | 2~4h | 4~6h | 6~8h Total
T 61 r 101 r | 77 r | 50 r | 4150
KH.|65kg| 1 o3mg | 1.21mg | 0.85mg | 0.56m | 21 %
. 13.3 r | 23.8r 51 r 43 r 6.25mg
fasting| H.S. |58kg| 2.94ng 2.0mg 0.881 0.70mg 33 %
97 r | 170 r 6.4 r 47 r 5.35mg

Mean|62K8| 5 o4mg | 1.61mg | 0.87mg | 0.63mg | 2.7 %
el A5 1 [150 r [ 86 r | 66 r | 38im
o ML 162kgl .92mg | 1.41mg | 0.87mg | 0.64mg | 1.9 %
- 133 - | 330 r | 86 r | 66 r | 5420
fastingl J-H. | 63Kel ) 3ong | "2 64mg | 0.05mg | o.51m | 27 %
89 r (240 r | 86 r | 66 r | 4.63m

Mean63kg| 1.12mg | "2.03m | o.01mg | 0.58m | 232%
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Table 1 Clinical summary of acute simple cystitis treated with AM-718 (1)

Judger:;rtl:ﬂl:y UTI
"No. |Case |Age|Sex m? ;';8:” ?::l?t‘:; StyoTnp- WBC g:’:f:ﬂl} esf;ggt
efficacy
1|y |so |F | eooxs [Brmirabili 10* # £ Excellent | -
2|ur. |74 |p | eooxy |S.epdermidislO] # | H gy copent| -
san.|s0[F | eoox3 |B 107 W | M | tent| -
sl |47|F | gooxs |SPUMermidbl0) A H g cetent| -
s|cs. [ss|F | eooxs [Rmirebis 10| 4 L | cenent| -
6|ts. [s2|F | sooxs [t ML H LW o cetent| -
7\th. | s2|F | oox3 [LPMermidislO] * | H g cettent| -
8|kt |30|F | oox3 [Prmirebils 107 * | % g copent| -
olte {a1|F | soox3 [BF 1) A M g ceent| -
o|rs. [25|F | eooxs [F 1+ | picotent| -
1|rs. [43]F | eooxs [FOf 10U LM g ene| -
12[No.[23|F | oox3 [Ecf 10 # #  Moderate | -
|k |2e|F | eooxs [E 1L WL Ipicanent| -
14|AT.|25|F 600X 3 E COI_i 10° +i+ f Excellent | —
1S|Y.N.[49 | F | 600x3 Citrob_acter. 10* i -*_+ Excellent | —
16|KN.| 23| F | goox3 [P '.i"mmms +_+ :L Excellent | —
17/T.0.| 20| F | 600x3 5 epifermidile" i+ i Excellent | —
18(KK.| 30| F | 600x3 g:zzz"::::i ig: f 1 Poor -
/YK |39|F | eooxs |E2 1O # 1 E  Moderate| -
20{ck.|31|F | soox3 [B 100 |4 | pxceltent| -
21{MK.| 23| F | oox3 (S ePdermids 7 # |+ I Excelient | -
2{ar4 s6|F | sooxs [l 1O H# L4 pyceeny| -

* acute pyelonephritis
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Table 1 Clinical summary of acute simple cystitis treated with AM-715 (2)

Judgen::enptter}:ay UTI
No.| Case | Age|Sex | P00 | Toitted  [symp || Overall et
e voc| Gt
23 |HLe|s4 [F | soox3 (B2 # L # Excellent| -
2 |MT.| 71 [F | so0x3 [Ef ML H L E ey cent| -
25|TK. |57 |F | so0x3 [0 MOLH L lpycetient| -
26 |Ms. |44 |F | s00x3 [ JOLH L H e ent| -
27|SF. |44 |F | so0x3. (20 JOL A Lt cetient| -
28 |MH.| 23 | F | 300x3 L “’f 10° ’f * lExcelient| -
29|kF. |25 [ F | s00x3 20 1OLH L H pcetient| -
30MN.[ 50| F | so0x3 [0 MUH | F N cetent| -
3s1[NY.| 54| F | 3003 |2 wl_i v Jf +_+ Excellent | —
s2NM[6s|F | sooxs [0 0L LM tent| -
33|mN] 15[ F | sooxs B0 10U LT Dyoderate| -
3|vo. 54| F | eooxs [E0 0L LT Iydente -
3s|ss. | 53| F | soox3 (B0l MOLA W g ent| -
S. epidermidis10* +
36|KK. 30| F | 6003 e;;de::;d:;loa - 1 | P -
37|HM.| 64| F | goox3 [ rebls 7]+ Jir Moderate| ~
38|mu| 27| F | sooxs [E 10U H | H b conent| -
39|MO.| 24 | F | eooxs [S_cPidermidiiOil 4 | M 1o ohent| -
40| YN.|s6| F | sooxs [E0  OLH# L H pceient| -
at|rRN| 32| F | gooxs (Bl 10 * | H pceltent| -

* acute pyelonephritis
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Table 2 Overall clinical efficacy of AM—71§ in acute simple cystitis
"~ Symptom Resolved Improved Persisted Efficacy on
R De- Un- De- Un- De- Un- | bacteriuria
Pyuria Cleared| . 0a5ed | changed Cleared | ¢ ased changed Cleared| . eqsed changed
Elimitated || 34* 5 39(95.1%)
. .| Decreased
Bacteriuna | (g eplaced)
Unchanged 2 2( 4.9%)
Efficacy on pain on Case total
urination 41 (100.0%)
Efficacy on pyuria 34 ( 82.9%) 41
E]:l Excellent 34 (82.9%) Overall effectiveness rate
[ ] Moderate 5 (1220 39/ 41  (95.1%)
D Poor(or Failed) 2 (499

** Contains 2 cases with acute pyelonephritis

Table 3 Bacteriological response to AM—71$ in simple UTI

Isolates No. of strains Era((l;;:)ated Persisted No. &{::Igﬁm%iued
S. epidermidis 9 7(C 77.8%) 2
E. coli 27 27(100 ®
Citrobacter 1 1(100 %)
P. mirabilis 4 4(100 %)
Total 41 39( 9%.1%) 2 0

TRT2EWLI2BHAKIO LS NA L) bRV Hi &
HeRLE,

by Lab T3

KA 200 mg $ 5% 0 Mk PREI MR D 2 £
TFig. 3k, 3044ic 0.17 pg/ml, 1 @4 0.3
#giml, 2 REf#% 0.26 ug/ml, 4 w% f 4% 12 0.17 pg/ml ©
bY 6FEMgiciz 0.1 pg/ml AT 72D, E—2 it 18§
Mk Th o, BABRE R MKPRE 2 BRI%IC
E-s#@bh, FET026pg/ml Tho, Lic
o T K 3 M PMEE D & — 2 o+ BRI
RADoWME FTRERTH o /e, BB L b MK
FRE LR O S ST T - 185, KD Z OFHE

DR & e~ TEG I BETH - 7,

RepBEE s & T R Pk

A% 200 mg % ZREHFICHR G S hlcBBERA 240K
chiEeix Fig. 14 iR+ 2L <, EHECROI0 2 Bl
RCit 9.7 ug/ml, 2~ 455/ R © 17 pg/ml, 4 ~ 6 8%
FICix 6.4 pg/ml, 6 ~ 8 BE[HTi 4.7 pg/ml & 27z VK
WERPBREGH LN, RYPEERIBRYO 2ME T
iz 2.24mg LFLE LBt i bow, 2EEMECO
BT 1127 2+ &3, SR X ToRYP P it & 1k
5.35mg, EINR 2.7% Thotc, BRABRBETE R P
BEM RO D R CH o DX 2~ 4B Th o 12,
ETRAO 2R E CORPRET 8.9 ug/ml, 2 ~ 4 B
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Table 4 Clinical summary of complicated UTI cases treated with AM-71§

Diagnosis I udgemeittn by UTI
cgndrlt}i,ong Symp. | Pyuria| clinical
efficacy
E. coli 10°] — | ¥
1 |MK.|42|F %%%wﬁm_c—s 6ooxs |- Moderate| -
- - | +
TCC
Sstoperation K. lae 107 — +
2 |HK.|51|F ﬁ‘;j‘:%’f“"“ G-1| eooxs |- Preumoniae’® "e“m‘:" ¢ —— | —— |Moderate| -
pyonephrosis - e
P P. aeruginosa  10*| — +#+
3 |SU. |59 | F |425|G———|G-6 | 600xs |K preumoniae10t| | |Moderate| -
- - | ¥
C.C.C. P : 10¢ +
4 |1A. |80 | M | 55 |Prostatic——|G—4 | 600xs | 29“EM%% "7 | | __ |Excellent| -
cancer - - -
C.C.C. Serratia 104 — +
s. A L | — | — -
s |Fs.|62 M | 81 |55 2| 600xs [ o | = | = [Peer
C.C.C. S. epidermidis 10°] — F
6 [RF.[13|M | 56 |5rs G4 | 600xs | | — | = [Poer
i 0°] + | #
7 |T.T. |65 M | 59 |SSC- G4 | 600x5 Serratic  10°) + | M |yvoderate| -
- + | #

Table 5§ Overall clinical efficacy of AM—715 in complicated UTI

Bacteriuria Fyuria Cleared | Decreased | Unchanged lifai;ﬁ:::%;an
Eliminated 1 2 2 5 (71.4%)
Decreased

Replaced

Unchanged 2 2 (28.6%)
Efficacy on pyuria 1043%)| 20808 | acsn1m) | O 10
Excellent 1 (1439 Overall effectiveness rate
l: Moderate 4 (571%) 5/7 (71.4%)
[ poortor Faitea) 2 (28.6%)

G 24.0 pg/ml, 4 ~ 6 BT 8.6 pg/ml, 6 ~ 8 T
2 6.6 ug/ml TH Y, 8 WrflE ToR P it & 1k 4.63
mg, RPEURIZ2.32% Tholz, LIc->TERRE
oFBRPIEERRE L, PRI KRTH S, BERP
WEITLLIC2~ARRICB ORI,

2. EEERAYEREY

SHEEMMERERER 395, SHERMNE DR 2 HlFH4]

BIOBERRME Table 1 jz% ko, thbk UTIR
LR CHIET B & Table2 o = L {, BKERR
gz TIEE L, R AMERicHT 5 BRI
#1(82.9%) I L b, BREZHEIIW 051718
WTREREhs, LidoTES 829%), HHS
B (122%), EH2 5 4.9%) b iz ) RABHRAREH
PR 95.1% Lixofe, AEMMEE IR 2 AR
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Table 6 Overall clinical efficacy of AM—715 classified by type of infection
Overall
Group r::;ezr(z?tc&'ﬁ) Excellent| Moderate | Poor effecr;l:eenen
1st group (Catheter indwelt) 1 |( 14.3%) 1 100 %
Singl 2nd group (Post prostatectomy)| 1 |( 14.3%) 1 0%
. rlngt'e 3rd group (Upper UT 1) 1 [ 14.3%) 1 100 %
Infection 4t group (Lower UT 1) 3 |( d20%)] 1 66.7%
Sub total 6 |( 85.7%) 1 3 2 66.7%
Mixed 5th group (Catheter indwelt)
. flx:i 6th group (No catheter indwelt)[ 1 |( 14.3%) 1 100 %
nlection Sub total 1 |( 14.3%) 1 100 %
Total 7 (100 %) 1 4 2 71.4%
Table 7 Bacteriological response to AM—715 in complicated UTI
Isolates No. of strains Bracz;::)ated Persisted No. :é:ﬁ?::&?&med

S. epidermidis 1 0 1

E. coli 1 1 (100%)

K. pneumoniae 2 2 (100%)

S. marcescens 2 1( 50%) 1

P. aeruginosa 2 2 (100%)

Total 8 6 ( 75%) 2 0

ThiEHrgeshni, 2o 28 25kE, SMEREHMHE
Bk otz E2h3201 (82.1%), H%h 5 #1(12.8%),
ThHY, BHR949Y Lixs, AFOSHEREBYLE
DRREIH 5 Mg %R & Table 3 IR L7, E
ooli 278, Citrobacter 1 ¥, P. mirabilis 4 Bz +~= T
Rl &hicis, S. epidermidis ix 9 |5 7 ) (77.8%) S
BESh, BREDHEL ISI%ich Db,
WA R B RRYE 7 Blic skt B A & Table 4 1
=Xk, UTI EEFMELEC L D HE LI 5K %) R
RTable Sz L, 31 5, A4 BIThHY, RE
BRBREHPRI 4% Th -7, RPE MBI | HIH
% 20080, 4 IRETH Y, RIPMER S Fl (711.4%)
EREShr, DV ASRIE B R o KR K 2 R
& Table 6 iR Lie, BUBMERBREEOERED
5% E. coli, K. pneumoniae, P. aeruginosa i3+~ B
&I, S. marcescens 12 2 Bk 1 Plo BB S h,

S. epidermidis » | BRiIRE E o, ZRE DO H
BAH b fEFI /5 h - I (Table 7),

LUK

300mg 3 HR#ELE 9H, 600mg 3 ARKZE 274,
600mg 5 A %5104, 800mg3 HREE L2440
gH48plic oV THEMBHWER IC W T REIFEMICHIZ
LS, BHER L LTu s EREFLA LD LW
Mofe, ERBHBBEEREBIERE TERAREMNE
DX, FF - EHEELNELALLOI Fig. 150k
¥ Y THh 3, alkaline phosphatase, BUN, creatinine ¢
REBEIPOBREE~OEI 1 PlicH L, FH
AR L AR EhIREBEORE XA LD ORI
7o
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Fig. 16
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COOH
X
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Cinoxacin

BETLRhZ L <, quinoline Ffb2EMEAlIL B
BERMEFTHY, BOFITH 20 TAKRBRELIER
RO%FE, E-xBERBBRIEOAER L LTHER
BT Lizies, NA BEERAICER & vk T10%
FERBL TV 525, NA OHEHH» bE 2 T, BIEE#NE
REBIEDT RTORREEFORKRLTZZ LI
R THZ, TOEKTIE PA LAk TH 5, PPA,
MLX Ci3 E. coli Y DRNME, P. aeruginosa %
ROMHR L LBES, AHNT P. aeruginosa %5l r 5
ABREREICT Chc BN boZ EREBES AT
510, SEFAORBBEENEE T E S 2
NA ¢ HBEL LR Lz, 20 & R S. epidermidis
x4 B4 E iz 108 cells/ml, 108 cells/ml $ERERE & b
FADK BT Ch, Kz 0.2 pg/ml BT 5 E RS #
BEWZ LREE Shie, E coli icxt+2HEH b NA
&Y% S BpERREE < K. pneumoniae, P. mirabilis (=%t
LTHiRB2I2 NA L) LBWHEHE R Lk, B2
EARB RIS 2 ik L7 38 & i 13, K. pneumoniae,
P. mirabilis iz5t+2 MIC {EDFl—Ch s 2% 0 2
CTRAFZNA L0 120 LI2BHES Chic i 8

Nalidixic acid (NA)

(0]
COOH
<0
o N

|
OCH,
Miloxacin (AB-206)

0
F COOH
HN N N
—/ C.Hs

AM-715

BT LV O RRAZERKNE LhI,

¥z boikicxtt 38 &y MIC 23 50 gg/ml,
ThY, 100pg/ml LLEOTEREZ 1 #k RHE 2o
7o

L2 LAH] 200 mg #F O 5% 0 Mg P#E, Wi
B8Rl E CORPEINRIEMETH o 72, HEOAMHIL
RAERIBEEZBROWBHRBEMD b E.coli Tz MIC
BIEORDPEABENLETHY, &5i P.aeruginosa
TR E HICHIRE O RPIEANBELE L LHITTAIRNE
BELADZ LERE LY, XA 200mg EOHKER
DEBRPBEFEEEOERET 23.8 pg/ml, ERE
BT 33 ug/mlTdh o7z, Liehio> T E. coli Tix MIC
BNHBOHT, TRTOEELPZORMFIZARKL, #ho
BBk T3 6.25 pg/ml LIT D MIC OEBRAHY T 5 L&
x b, BEEMRBRIEL SHBES hic E. coli 27
Bk L BB IR IR BRLE A DAY & T 1 BREF 288K
+TRTBREEhiz, S. epidermidis 3108k 7 #% (70%)
L K. pneumoniae, Citrobacter, P. mirabilis 3£bkiR
BHEhizZ L YRRV TIENICHK T L0 L ED
i, ¥z Serratia, P. aeruginosa \=%t+ 3 BREEIEM
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BbhlZ L GIEICT 5, Likdio TRAHRIEDY
72 KT b BN ASIEA ISRV B A I i A I RS R
PIEARE ) B LEXALLD, RELE WV E—RIC
FEZ LT3 BMEMMEFIER ©b T < TOHEAIT
SERIMIC 1007 iR LB L0 TIREZVWT L & 1H
WL, AN 5 Sk HMIERTER o8 5 BEK
ZhRix UTI EHIPMEM (3 2 R Ic X » THE LH
IR (94.9%), DB YR ES, EHLAE S h
7= S. epidermidis # 2R L L 2 W& EKRiTE 1009 0
HYREBAC LIIPMECTE B, RYEA: R B B
it 5 & b AEIC KT 3 RRREHEHEKD
LD THole,

Quinoline F{LEREXIORER L EHIcHREH =
NA 2 c & h T v 512, NA ¢ 647Y%, PA
7.05%, PPA 6.85%, MLX 7.24%, CINX 3.64% 0 B
HORWERORBRRTH 5, MiciZhiz ) ERMLBIHE
Ababhz, BEAOME L LTIXHBEE, 7v v
¥—, DIRHBEERNERLOTH SN, LPRELD
ZBRELATAEAN, AkRBECIZOPBRED L
ATHMmT 3 LBbhsEHA 265008 TW EX
O PRARERZER LAThIZ bRV L EDbh
5, 4E 1 A#x5#& 300mg, 600 mg, 8300 mg THAL
AR TIRAHIPIZZ D X O R PRHEEREFL 2D
DRV EIok, FTRENEBEROBR LA LNE
hot,

Liehio T Z R0 EH TRERPREIEKL, 2
SECHENE Lo b0, BWERORBHEES P
POoBENEERDRELBE LN TEDSLOLEDNRS,

x ®
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BASIC AND CLINICAL STUDIES ON AM-715 IN THE TREATMENT
OF URINARY TRACT INFECTION

YosHITADA OHI, TAKASHI KAWABATA, TosHIHIRO GOTO,
MicHio OBATA and KENICHIRO OKAMOTO

Department of Urology, Faculty of Medicine, Kagoshima University

SETSUO AZzECHI, NICHIRO SAKAMOTO and KENs1 NIIMURA
Urology Clinic, Kagoshima City Hospital

SHINICHI NAGATA and YASUNORI MAEYAMA
Urology Clinic, Saga Prefectural Hospital

Ko0zABURO NAGANUMA and AKINORI HANAFUSA
Urology Clinic, Miyakonojyo National Hospital

A derivative of quinolinecarboxylic acid analogue, AM-715 has been developed at Kyorin Pharmaceutical Co.
in Japan. Antibacterial activities of AM-715 against S. epidermidis, E. coli, K. pneumoniae and P. mirabilis isolated
from patients with urinary tract infections were measured by agar dilution method. Nalidixic acid was used for the
control drug. AM-715 showed stronger antibacterial activity against these 102 strains of bacteria than nalidixic acid.

Serum level of the drug after oral administration of 200 mg showed low levels in fasting group and non-fasting
group. Total urinary recovery up to 8 hours after the administration ranged 2.7% and 2.32% in fasting and non-
fasting group, respectively, however, sufficient drug concentration in the urine to treat urinary tract infections was
obtained.

The drug was given to 48 cases with urinary tract infections with daily dose from 300 to 800 mg for 3 days for acute
and for 5 days for chronic disease. Overall clinical effectiveness of the drug on 39 cases with acute simple cystitis
was judged to be 94.9%. Two cases with acute simple pyelonephritis were cured with daily dose of 800 mg for 3 days.
Five of 7 cases with chronic complicated urinary tract infection showed clinical effectiveness.

Neither subjective side effects nor abnormal laboratory data was noticed after the administration of the drug.



