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HFLOWEOF o rETH 2 NM44l i D0» TEREN « BERIRN 21T /e, ERRE & L THE
REORBEIAED S D HE 11 B (77 2BGMRE 4 Bl L 7 7 L8M02E 7 B8 581 FRICY
5 NM441 OFEMETH 5 NM394 o MIC fE#%, ofloxacin, ciprofloxacin, tosufloxacin & DT
BLIz, 77 ABMIRE TH 2 methicillin-susceptible Staphylococcus aureus, methicillin-resistant
S. aureus (MRSA), Staphylococcus epidermidis, Enterococcus faecalis, Enterococcus faecium X3
% NM394 @ MIC,, 1#1%, E. faecium @ 16ug/ml TR Ed >,

75 AEMRREICN 3 3 NM394 & fihFl & 0t Tk, MRSA ixt3 % MIC,, HiB /113 I IRRAF T
HY, E. faecium X3 2HENRIBEL TV,

—%, 75 LAHURBRE TH 2 Escherichia coli ZiZxt3 3 MICy, fEIZ, Pseudomonas aeruginosa 0
16ug/ml, Serratia marcescens @ 4ug/ml 2\ TiX, TT0.5ug/ml AT TH o7,

75 ARMARE IR 2 NM394 OHENIE, S marcescens, P. aeruginosa \3f L T3 L
BEr)bENHENERL,

ERBURRET X, BMEEMMEEEDEA 20 Bl X CEMEMRERA 6 BIDEH 26 Bl R E L TiTo k. B
BMMBEREAERD S B, 12 F15 UT] Sl L DRET S, BRVIFRIERRESBI U3 H
%5 L bEHE100% TH o7z, MEERZIRIT 12 RLRSHEEL, HEAFE100%TH->7z, %77,
BB ADS b, 55 UTI R MERIC L VR h, BRHEIZS BET [FE%] 44,
rEsh] 15 Ch-oTz, HIEERNZIRITZ 8 BRERVBHR L1283, BERE. faecalis & Candida tropicalis
DHR%E 1 EFICRERD T,

B 26 Bl 2 BicRBo o, 1HIREEQEE, BOTHY, 1FIIRETH- T, THETND

EREEEPIEC & > THELT,

Key words : NM441, B/, SWEestbpERtL, RHEEBNRL

NM441 i AEFERRASERRFRFTRR I AH L
W/ Ry SHOF ) u Ly RABERTH S, FRREFD
—a—F/urRPERCL, 77 ABERE, 77 A%
BECNLELVWHBEARZ T LAEZRL, F
Pseudomonas aeruginosa, Serratia marcescens FD 7 7 L&
HEICH L CERLTEN 2R T, SEEL R, FEOHT
B EB - BERAIRET 21T 5 A 218 DT, ZOF/RELUT
CHRET 3,

I. HRGEHUICHE
1. ERORE

RESRIFERER DR & 0 5B L 7e UEERFE RN
T 5 B/NREH R (MIC) DRIE21To 12, HREL
72 Bk¥013 methicillin-susceptible Staphylococcus aureus
(MSSA) 508k, methicillin-resistant S. aureus (MRSA)
318k, Staphylococcus epidermidis S0%%, Enterococcus
Jaecalis 50 ¥, Enterococcus faecium 50 ¥, Escheri-
chia coli 50 ¥k, Klebsiella pneumoniae 50 Bk, Proteus
mirabilis 50 ¥k, Indole-positive Proteus spp. 50 ¥k,

Enterobacter spp. 50 ¥k, S. marcescens 50 ¥k, P. aeru-

ginosa 50K ThH 5,

MIC OBIE R 74 F 7 v 7 # MIC2000 system iZ &
D, BEEEE10°CFU/ml ic TfTo722, ¥7-, A
ofloxacin{OFLX), ciprofloxacin(CPFX), tosuflo-
xacin(TFLX) @ MIC #8E L, HBRET%21T-o 7,

2 . EBRAIRRET

1) 8%

1992 £ 3 A 5 1993 F 7 A £ CHRERIKZEWE
REWREBRIEZZ2 L, KERSMORREO/IhK
MR EMEREDA 20 B (5 | 20~71 %), BHEEM
TERERER 6 B (B2 B, 2t 4B, F# 39~80 ) D
st 26 BlEXRE Lz,

2) EH®RE L%

AR T3 5 B 200mg % SR # A #
5L, 14#2 1B 200mg % 1 H 2 RS AR, 3B
®BE5 LT, @MEHEMEBEN L T 5 i 1 E 100mg %
1 H2EEHS &R, 5HMEKZRSL, 140ic1[E 200mg %
1H2 B4 R8%, 5HERSL:,

EIRSIRDFE R, SMERMMREMA TS558 3

* T 060 FLIR TS K B — 47 16 T H 291
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BHiC, BUEMEEENEL CIIRSEB5 HE i UTI
RENFMEENE (B3R Y KL TTo 2, &7, SHO
ERRAOBRET Tl S hic i o MIC filg ik, BAL*
REZRFERELY Lo T,

EWERBEL T, RECERTLIEELREL, &
S IERRE & L TAERGHIBROME, F£FRIFRR
ERET L7z,

II. #

1. ERAREIBHE HEH)

1) 77 ABGHERE N 25185 (Table 1)

(1) MSSA

MSSA it3 2 MIC {12 338k (66.0%) #30.5ug/
ml AT, ZOY—27#EiX 0.25ug/ml TH o7z,
NM394 ® MIC; & TFLX & Y B & T H - 7z 28,
OFLX, CPFX &V 1 REENHEIEB LT,

(2) MRSA

MRSA izxt3 % MIC fEix 17 # (54.8%) #% 1ug/ml
DLTeafLl, TOE—71E1X0.50g/ml ThHoTz,
NM394 O E /11X CPFX LRAETH o7z,

(3) S. epidermidis

S. epidermidis =33 % MIC{EX 27 £k (54.0%) &3
2 ~64ug/ml AL 7258, 198k (38.0%) #%0.5ug/
ml LT g o6 L7z, NM394 ik OFLX, CPFX
EEAZEOHENEZE LI

(4) E. faecalis

E. faecalis w2x43 % MIC {&iZ 33 £k (66.0%) 2% 1ug/
ml TS/ L, TOE—7{HEHIZ0.5ug/ml TH-o7z,
NM394 O MICs, iZ TFLX & » 1 BRBE & o7z 25,

R

OFLX, CPFX X h RENIHIEN B LT,

(5) E. faecium

E. faecium Zxt3 % MIC {EiZ 37 #% (74.0%) 28 1ug/
mlUTeamL, E—7{HI1Z20.50g/ml T H-t:,
NM394 @ MICs, i3 CPFX & [6 & ¢, OFLX, TFLX
L VENIHBHITH T,

3% H MSSA, MRSA, S. epidermidis, E. faecalis
s 5 NM394 @ MICso, MIC,, 1& OFLX, CPFX &
A% TH 70 E. faecium ¥ L Tk OFLX, CPFX,
TFLX X v ENHEN T - 120 77 ABHERER
3 B BN ERIKRIR IR & iz,

2) 77 ABRMEEICT 2581 (Table 2)

(1) E. coli

E. coli iwxt3 5 MIC fE1Z 49 Bk (98.0%) 45 0.063.g/
ml AT T, £ D E—7 E13<0.0324g/ml T Hote,
NM394 i CPFX, TFLX £ A% T, OFLX X h{#h
TeHiENIER LT,

(2) K. pneumoniae

K. pneumoniae x4 % MIC B3 44 % (88.0%) #*
0.032ug/ml AT TH o7z, NM394 ix CPFX, TFLX,
OFLX L W ENIHENE2E LI,

(3) P. mirabilis

P. mirabilis w2333 % MIC fE ix 49 #k (98.0%) »*
0.032ug/mIL T T, lug/mlic 1 HRED > h i,
NM394 i OFLX, CPFX, TFLX X » bEni-5iEh
2H LI

(4) Indole-positive Proteus spp.

Indole-positive Proteus spp. i xf 3 % MIC {& it 45

Table 1. In vitro antibacterial activity of NM394 against clinical isolated cocci
Test organism Antimicrobial MIC (ug/ml) MIC range | MICs, | MICa
(No. of strains) agents  [<0.032 0.032 0.063 0.125 0.25 0.5 1 2 4 8 16 32 64 128 >128) (ug/mD  [(ug/mD)|(ug/mb)
Methicillin-susceptible NM39%4 8 19 6 11 11 13 0.125~>128] 0.25 >128
Staphylococcus aureus ofloxacin 19 12 2 1 4 155 1 0.25 ~>128| 0.5 128
(MSSA) ciprofloxacin 3 19 7 4 11 3 12 0.125~>128{ 0.5 >128
(50) tosufloxacin 2 10 16 3 2 1 121 12 [<0.032~>128( 0.063 >128
Methicillin-resistant NM394 7 8 2 2 12 0.25 ~>128{ 1 >128
Staphylococcus aureus ofloxacin 1 2 9 33 1 9 3 0.125~ 128| 2 64
(MRSA) ciprofloxacin 3 9 5 11 12 0.25 ~>128| 1 >128
(31) tosufloxacin 2 8 3 4 1 1 12 0.032~>128 0.25 >128
NM394 1 4 9 3 2 4325 8 5 4 [<0.032~>128| 4 64
Staphylococcus epidermidis| ofloxacin 1 3 9 3 2 28561 1 9 0.032~>128| 4 >128
(50) ciprofloxacin | 1 2 3 3 2432 610 1 3 |<0.032~>128) 4 64
tosufloxacin | 2 9 5 2 2 36 2 19 |<0.032~>128| 2 >128
NM394 4 23 6 127 4 3 | 0.25 ~>128] 0.5 32
Enterococcus faecalis ofloxacin 1716 1 13 1 2 1 ~ 128 2 32
(50) ciprofloxacin 1 22111 15 73 0.25 ~ 64| 1 32
tosufloxacin 4 21 8 1 1 15 0.1256~>128| 0.25 >128
NM394 3 11 16 7 124 4 0.125~>128( 0.5 16
Enterococcus faecium ofloxacin 1 4 9195 1 6 31 1 0.25 ~>128( 2 32
(50) ciprofloxacin 7 29 1211 7 2 0.25 ~ 64| 0.5 32
tosufloxacin 2 4 10 812 2 2 10 | 0.063~>128 1 >128

Inoculum size : 10° CFU/m!
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Table 2. In vitro antibacterial activity of NM394 against clinical isolated rods
Test organism |Antimicrobial MIC (ug/ml) MIC range MIC,, MIC,,
(No. of strains) agents <0.032 0.032 0.063 0.125 0.25 0.5 1 2 4 8 16 32 64 128 >128 (ug/ml) (ug/ml) | (ug/ml)
”’f NM394 44 3 2 1 <0.032 ~  0.5| <0.032 0.032
Escherichia coli ofloxacin 2 24 18 3 2 1 <0.032 ~ 1 0.032 0.125
(50) ciprofloxacin| 43 3 1 2 1 <0.032 ~ 1 |<0.032 0.032
tosufloxacin | 45 2 1 1 1 <0.032 ~  0.5| <0.032 | <0.032
’fﬁh » N M3294 40 4 301 1 1 <0.032 ~ 2 |<0.032 0.125
Klehictla ofloxacin 4 24 1w 2 2 12 1 0.0 ~ 8 | 006 | 0.5
””‘(’j:;’)""“" ciprofloxacin| 18 23 3 3.1 1 1 <0.032 ~ 4 0.032 0.25
i tosufloxacin | 18 24 3 1 3 1 <0.032 ~ 4 0.032 0.063
o NM394 46 3 1 <0.032 ~ 1 |<0.032 | <0.032
Proteus mirabilis ofloxacin 1 6 24 15 3 1 <0.032 ~ 2 0.063 0.125
(50) ciprofloxacin 29 15 5 1 <0.032 ~ 0.5] <0.032 0.063
tosufloxacin 2 2 6 2 3 1 <0.032 ~ 0.5 0.125 0.125
Indole-positive NM394 45 1 1 1 1 1 <0.032 ~ 32 |<0.032 | <0.032
%°f°s ofloxacin 3 19 15 5 3 2 2 1 <0.032~ 16 | 0.063 0.25
o f;‘g) PP- | ciprofloxacin| 43 2 1 2 1 1 <0.032 ~ 64 | <0.032 0.032
tosufloxacin 9 11 14 8 4 1 1 2 <0.032 ~ 8 0.063 0.25
NM394 32 3 2 5 2 3 1 1 1 <0.032 ~ 32 | <0.032 0.5
Enterobacter spp. ofloxacin 4 19 10 4 3 3411 1 0.032 ~ 64 0.125 2
(50) ciprofloxacin 21 10 3 5 4 1 4 1 1 <0.032 ~ 32 0.032 1
tosufloxacin | 22 9 5 1 10 1 1 1 |<0.032 ~>128 0.032 0.25
Sorvatia NM394 16 2 5 8 3 53411 2 <0.032 ~ 32 0.25 4
¢ reescens ofloxacin 1 3 14 3 3 7633 421 0.032 ~ 64 1 16
m"(;o)“ ciprofloxacin| 7 10 1 4 5 4 5514 22 <0.032 ~ 32 0.25 8
tosufloxacin 2 4 12 3 9 3 4325 3 |<0.032 ~>128 0.25 8
Preudomonas NM394 4 5 15 4 4 1 12211 1 <0.032 ~>128 0.125 16
eruaingsa ofloxacin 2 1 1 9 14412 25 2 7| 0.032~>128 1 >128
(5‘5') ciprofloxacin 4 4 16 5 3 1 12 1102 1 {<0.032 ~>128 0.25 32
tosufloxacin 1 2 2 12 9 5 121 15 |<0.032 ~>128 0.25 >128

B (90.0%) #5<0.032ug/ ml T Holc, NM394 ik
CPFX t[E% T, OFLX, TFLX X v Enh/-HEI:2E
Lz,

(5) Enterobacter spp.

Enterobacter spp. «Zxt9 % MIC {#13 358k (70.0%)
250.032pg/ml A F T Ho7. NM394 i3 CPFX,
TFLX, OFLX X W @n/-HENH 2B LI,

(6) S. marcescens

S. marcescens \Zxt3 5 MIC &% 39 £ (78.0%) 451
ug/mlBUF T, 2D —7{H13<0.032ug/ml T H-
7zo NM394 ix CPFX, TFLX ¢ [@% T, OFLX X h &
nNHENRE LI,

(1) P. aeruginosa

P. aeruginosa =33 % MIC fE13 33 ¥ (66.0%) »°
0.5ug/mlLATFC, 2O —271EI1Z0.063ug/ml THo
7zo NM394 i3 CPFX, TFLX, OFLX & Y @Eh &
2HEUI,

Thbbt 7o LARERERCB VT, S. marcescens
X LT D MICy, fE2S 4ug/ml, P. aeruginosa w233 LT
D MIC,, {25 16ug/ml &£, OFLX, CPFX, TFLX &
ELAENETR L, 075 ARMESE L T
HEZ L FEofiEhs R LI,

Inoculum size : 105 CFU/ml

2 ERRAIRRET

1) SRR A

BEB OFEM & ERIRE#E * Table 3, 4 Xm L,
NM441 i & DB L 7z 20 Flgh UTI E3FHME# i X
3 BRI AT RE R ERIE, AERGANICEHEESED 201
BHEAERED 56, WIELIRERBEL Rdo7 2618 X
VEWERRLEBE 1 FI2BWT, 1280TH -7, 200mg
single dose therapy TiZ, Table 3 2R3 & 5z 5 HH
3615 3 HE T UTI] E3haHi 24 12 ¥ U T §E T
b, 3FlEd [FEM Thot, £/, FIREHER
BE4 Pz TIX, T [FER] Tholz,

%72, 3 HiBHE 15 BT, Table 4 1IZRT & 5 iz UTI
EFHMERAEIC L A HEDSTETH 72 9Bl B VT,
84 [&#h]), 141 [B%] ThHo7,

EHRAENZ 3 BRI [EFR] 8L B thoi-
EFI THRERIRETETH o 72 12EFIC DV TIT-
7zo ZTORR, 16 8.3%) CHELREDSN, 24§
(16.7%) “HEHEEELEIMRAERD T, Table 5i
UTI EZhaHilE R IE U Tz 12 BlOBR SRR 2R
T8, SEIORENTIX 115128 (&), 161 [H%h)
T, 100%DREBUERTH- 12,

BREROHMBFNR OB N ABE N T 3
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Table 3. Clinical summary of uncomplicated UTI cases treated with NM441 (single dose therapy)
Bacteriuria* . .
Case| Age . . . Evaluation Side
0. | Sex Diagnosis Treatment |Symptoms*|Pyuria* . count MIC UTI Dr effects Remarks
) SPECIES | CFU/mD)|(ug/ml) :
+ + P. mirabilis 107 |=0.025
57 excellent
1 F acute cystitis | 200mg single - - — - excellent -
- - — - excellent
+H + E. coli 107 | =<0.025
63 excellent recurrence
2 F acute cystitis | 200mg single _ excellent — suspicious
_ _ CNS 5 0.20 day 12
E. faecalis | 0.78 | &4
+ H E. coli 107 |=0.025
2 excellent recurrence
3 F acute cystitis | 200mg single excellent | eruption suspicious
S. epidermidis 0.10 day 14
_ — 104 ay
E. faecalis 0 0.78 good
+ + E. coli 107 [=0.025
4 2;} acute cystitis | 200mg single - — — excellent -
- — |S. epidermidis| <10° 25
+ + E. coli 107 |=0.025
5 6F5 acute cystitis | 200mg single unknown [ unknown
CNS: coagulase-negative Staphylococcus before **3 days treatment

UTTI : criteria proposed the Japanese UTI Committee
Dr. : doctor’s evaluation

NM394 © MIC & Dk % Table 6 i27R9, BRETATHE
ThH-oTz 12FEF»rSELABEHE LTHEIN IEEL
BRD MICHE X 3R T 0.05ug/ml AT ¢, HHEERIZ
100%TH o7z,

2) 1SMBERERER

BEFOFM % Table 7 2R L7, NM4dl 2851
T EHETERERE R 6 Bk UTI BRI %E I X 2 BEIKTT
RTRERNIZ 5 BT, BRAEESIIAZE % 3 HRERAL /-
ERITH -7z, BEEEKSIE % Table 8 12/RT 2%, T
AEETH-1 580> b [EF 441, [ES] 18T,
45 DEMETH o7z, £72, Table SicRT LS
RREEERITIX 4 B (Z DO THRBBRYYE) 283 4,
68 (& 7 — 7 VIEHBERBERLER) B28THY,
M2 611 BIOREIZ 6 BETH - 72,

5B THBES LT 4 B 8 BRI 2 M2 RO%HER &
MIC & OB§f% % Table 102" L7z, MICEHIZT XT
0.78ug/ml AT THY, 8T NTHHEL, 5%
HIRE & UTIX E. faecalis, BB 1 kT ORBD STz,

3) BWERA

BEWERRFEERRE L2680 28 (7.7%) w:ED
shiz, 1BIREEOELB L UBREDEECRE L+
IEU7288, FIEER I DERIBEE L, 11 fiEE
DEZET, RAKTHR, EREBERLL, BERRERRE
B B %K% (RBC, Hb, Ht, WBC, platelet,
Bk &), F#sE (GOT, GPT, ALP, bilirubin),
BHEE (BUN, creatinine) E2EELE 15HF T

3 days treatment recurrence

recurrence

CEETERRD sk ol,
. =%

1. ERE

BERBFEORDPIBRICNT 2 NM441 DERETH
% NM394 OFiE 17 % MICs,, MIC,, i & D OFLX,
CPFX, TFLX X ORITHE Lz, 77 ABHRE N
LTREEELREOME N 2EL, B E. faectum i
MU TRMOERICLL TREN, 77 LBHRE
KL TENHENEE TS LoRahis, T4
RBEMERE I U T D MICy, {# ix P. aeruginosa 16ug/
ml, S. marcescens 4ug/ml ThH Y, DS 5 LBHERE
X3 % MICs, fH 13 R T 0.5ug/mI A FTHol
P. aeruginosa, S. marcescens w3t L CiZHBEICHLT
RLENIHIENERL, OB L Tid TFLX &
EEOHEN 2B L Tz, BLEDRERD S, NM3% X
77 LB, BEEOBE I L TURBHEARS MV
EBOHENERET 5 I EBED STz,

PREGEGAE 10 3 3 Bol D kiR, 1GRHREER P.
aeruginosa EDERREH 5V IRMMHEE 2R T LI L
ENFEETHB, NMUL ZZh>0BERRRTES
EELT, REBRECRL TS BIFBRRES R
Ins,

2 . ERIRIIRRET

AR L TR, BERS % T 3 HERSET
EHITEYE100% L BFRRETH o2, iz, BE
TJREAER 12 Bih, BRI 1 lcED sh, e 25

=
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Table 4.  Clinical summary of uncomplicated UTI cases treated with NM441 (three days therapy)
Treatment Bacteriuria* Evaluation Sid
Case 25: Diagnosis dose ¢ duration | Symptoms* [Pyuria* ] e R efflecis Remarks
no. (mg/day) route (days) species |count| MIC 6) r.
H H E. coli 107 | =0.025
58 L. excellent
1 P acute cystitis 200x2 | P.O. 3 - - — — excellent —
- - — — excellent
+ H+ E. coli 107 | =0.025
49 . excellent
2 F acute cystitis 200x2 | P.O. 3 - - — — excellent —
+ + E. coli 10% | =0.025
20 .. excellent
3 F acute cystitis 200x2 | P.O. 3 - - — — excellent —
H+ H E. coli 107 | =0.025
64 - excellent
4 F acute cystitis 200x2 | P.O. 3 - - = — excellent —
- - — — excellent
+ H E. coli 107 0.05
21 . excellent
5 F acute cystitis 200x2 | P.O. 3 - - — — excellent —
+ + E. coli 107 0.05 .
27 excellent
6 acute cystitis | 200x2 | P.O.| 3 - - — — excellent | — |Tecurrence
F dayll
+ + E. coli 107 0.05 poor
+H H K. pneumoniae| 107 0.05
57 .. excellent
7 F acute cystitis 200x2 | P.O. 3 - - — — excellent —
H + E. coli 107 | £0.025
71 . excellent
8 F acute cystitis | 200x2 | P.O. 3 - - — — excellent —
- - - — excellent
+ + E. coli 107 | £0.025
69 moderate
9 F acute cystitis | 200x2 | P.O. 3 - + - — good —
; s | <
" " E: colzv . 10 =0.025
68 S. epidermidis 6.25
10 F acute cystitis | 200x2 | P.O. 3 _ — — — good —
+ +H E. coli 108 0.05
22
11 p | acute cystitis | 200x2 | P.O. 3 unknown [unknown
+ + — —
51 .
12 F | acute cystitis 200x2 | P.O. 3 - - - — good -
+ + — -
53 " .
13 F | acute cystitis 200x2 | P.O. 3 - + — fair —
— + — —
52 . .
14 F | acute cystitis | 200x2 | P.O. 3 - + fair —
H H E. coli 10" | =0.025
48 nausea
15 iti x - - - - 11
F acute cystitis | 200x1 | P.O. 1 excellent headache
UTI: criteria proposed by the Japanese UTI Committee * before **3 days treatment
Dr. : doctor’s evaluation

3 days treatment

recurrence

recurrence
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Table 5. Overall clinical efficacy of NM441 in acute uncomplicated UTI
(single (200mg) or 3 days (400mg/day) treatment)
Symptoms Resolved Improved Persisted Effect on
Pyuria cleared | decreased | unchanged | cleared | decreased | unchanged | cleared | decreased | unchanged bacteriuria
eliminated 11 1 12
Bacteriuria decreased 0
(replaced)
unchanged 0
Ef.fect on pain on 12 0 0
micturition patient total
12
Effect on pyuria 11 1 0
[:[j Excellent 11
overall efficacy rate
[ ] Moderate ! 12/12
I I Poor (including failure) 0
Table 6. Relation between MIC and bacteriological response to NM441 treatment in uncomplicated UTI
MIC (ug/ml) Inoculum size : 10° cells/ml Not
Isolates Total
<0.025|0.05 | 0.10 | 0.20 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25.0 | 50.0 | >100|done
Escherichia coli 8/8 | 2/2| / / / / / / / / / / / 10/10
Klebsiella prneumoniae / /1| / / / / / / / / / / / 1/1
Proteus mirabilis 1/1 / / / / / / / / / / / / 11
Total 9/9 | 3/3 | / / / / / / / / / / / 12/12
No. of strains eradicated/no. of strains isolated
Table 7. Clinical summary of complicated UTI cases treated with NM441
D. . T o 1% 1 %
Case g%e T ;35;(;::; UTI — reatmenc;uration — Bacten::at e Evaluation Side | Re-
} . un! X
10| Sex disease group (mgX /day) route (days) species (CFU/mD)| (ug/m1) UTI Dr. |effects| marks
chroni it +H E. coli 107 | =0.025 1 1
ronic iti
1 72 .cys s G4 | 100x2 | PO, 5 — — — excellent | excellent |
F | neurogenic bladder —
chronic cystitis H# S. epidermidis 10¢ 0.20 " 11
11
2 80 y G-4 | 100x2 | PO. 5 — — — excellent | excellent |
M BPH
chronic cystitis * E. coli 107 | =0.02 11 11
3 78 : Y G-4 | 100%x2 | PO. 5 — — — excellent | excellent|
F | neurogenic bladder
E. coli =0.025
+ S. epidermidis 10¢ 0.10
s 39 chronic’ cystitis c-6| 100x2 |PoO. 5 y'Strel)toco‘ccus 0.78 poor fair _
F | neurogenic bladder _ E. faecalis 108 100
C. tropicalis
" E. faecalis 107 0.78
i iti 1 < excellent | excellent
5 71 | chronic cystitis 661 200x2 | PO 5 E. coli <0.025 _
M BPH ~ — =
W K. pneumoniae | 107 =0.025
i iti i < unknown
6 s _—___ChrOl’TlC cyf;tms 100x2 | P.O. 3 C. freundii £0.025 —  |excluded
F | stress incontinence
BPH : benign prostatic hypertrophy *before treatment **5 days treatment
UTI : criteria proposed by the Japanese UTI Committee 5 days treatment recurrence
Dr. : doctor’s evaluation —_—

recurrence
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Table 8.  Overall clinical efficacy of NM441 in complicated UTI
Pyuria ]
~ Cleared Decreased Unchanged | Effect on bacteriuria
Bacteriuria
Eliminated 4 4
Decreased
Replaced 1 1
Unchanged
ti total
Effect on pyuria 4 1 pa 1en5t ota
Excellent 4
Moderate overall efficacy rate

4/5

I

Poor (including failure)

Table 9. Overall clinical efficacy of NM441 classified by the type of infection
Group No. of patients |Excellent {Moderate| Poor effg;i;a:’late
group 1 (indwelling catheter) 0
) _ group 2 (post-prostatectomy) 0
Mo?r;:::ltci:;blal group 3 (upper UTI) 0
group 4 (lower UTI) 3 3 3/3
sub-total 3 3 3/3
group 5 (indwelling catheter) 0
Po¥ymicxjobial group 6 (no indwelling catheter) 2 1 1 1/2
infection
sub-total 2 1 1 1/2
Total 5 4 1 4/5
Table 10. Relation between MIC and bacteriological response to NM441 treatment in complicated UTI
MIC (ug/ml) Inoculum size : 10° cells/ml Not
Isolates Total
<0.025/0.05{0.10 [ 0.20 | 0.39|0.78 | 1.56 |3.13|6.25|12.5|25.0 | 50.0 | >100| done
Staphylococcus epidermidis / / /1 | 1/1 / / / / / / / / / 2/2
y-streptococci / / / / /| / / / / / / 1/1
Enterococcus faecalis / / / / /1| / / / / / / 1/1
Escherichia coli 4/4 / / / / / / / / / / / / 4/4
Total 4/4 / /1 (11| / |2/2| / / / / / / / 8/8

No. of strains eradicated/no. of strains isolated

KEXEORVOSRD s l, REBICHLTIE1HL
[ 200mg BEEIK%S T+ RBERBRESE SN b D &
FEXTzo %72, NM394 ORFHM T, 200mg B [E
STORPEEHTE L, EE¥H/ ST A —F —% one
compartment model TEH 5 &, E. coli iZxtL T
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Antibacterial activity and clinical studies on NM441 in urinary tract infections

Yoshikazu Sato, Takaoki Hirose, Yoshiaki Kumamoto and Taiji Tukamoto
Department of Urology, Sapporo Medical University School of Medicine
291 Nishi 16, Minami 1, Chuo-ku, Sapporo 060, Japan

Fundamental and clinical studies of NM441, a new quinolone antimicrobial agent, were performed.

In the fundamental study, MICs of NM394, the active form of NM441, were examined against iso-
lates obtained from patients with urinary tract infection and stored at our department and compared with
those of ofloxacin, ciprofloxacin and tosufloxacin. Against gram-positive cocci (methicillin-susceptible
Staphylococcus aureus, methicillin-resistant S. aureus (MRSA), Staphylococcus epidermidis, Enterococcus
Jaecalis and Enterococcus faecium), the MIC,, of NM394 showed the highest values, 16xg/ml, against E.
Jaecium. While, the MICqs of NM394 against gram-negative rods (Escherichia coli etc.) were 0.5ug/ml or
less excluding 16xg/ml against Pseudomonas aeruginosa and 4ug/ml against Serratia marcescens.

In comparison with other drugs as the antibacterial activities against gram-positive cocci, the MIC,, of
NM394 was almost equal to those of the other drugs against MRSA and superior to those against E.
Jaecium. In the activities against gram-negative rods, the MICy,s of NM394 against S. marcescens and P.
aeruginosa was superior to those of the other antimicrobial agents.

The clinical study was performed in the total of 26 patients, including 20 with acute uncomplicated
cystitis (AUC) and 6 with chronic complicated cystitis (CCC). Efficacy evaluation was performed accord-
ing to the criteria of Japanese UTI Committee, and 12 patients with AUC were determined to be eligible
for the evaluation. The clinical efficacy rates were 100% in both patients treated with single administra-
tion and administration for 3 days. In the bacteriological efficacy, all 12 strains of causative organisms
were eliminated. While, efficacy evaluation was performed according to the criteria of Japanese UTI
Committee, and 5 patients with CCC were determined to be eligible for the evaluation. The evaluation at
5th day was excellent in 4, and the efficacy rates were 80%. In the bacteriological efficacy, all 8 strains
of causative organisms were eliminated. However, E. faecalis and Candida tropicalis appeared after
treatment in 1 patient.

Side effects were observed in 2 of 26 patients, mild headache and nausea, and skin rash in 1 patient each.
Each symptom was disappeared by withdrawal.



