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1) Ml BRAER (V7 ABME 4B 100 £k, 77 ARME 8 B 160 &, HIAMHE 2 HE
40 #k) 5t 300 Bkt 5 MIC 9% 2 #IE L, ofloxacin, ciprofloxacin & H#g U7z, AFIOFEEMERE
NM394 @ MICs, 13 =0.025~3.13ug/ml, MIC,, i =0.025~25ug/ml 2534 L 72,

2) MGRBITH ¢ KK 200mg F OB 550D NM394 OBFBHNESREGHNERE S 1~ 8Bficbi D
HIEL, MEPICERE 0.68ug/ml, MMBAICHKE 0.97ug/g BED STz,

3) BRAER EBTFERRSR 16, FERNEL 256, SV Y RRRE 8 BlEt 34 Blic A K 2 &5
L, BE 93.9% DEKRZNE, HEAEBI.6%DHEXFZNRELRD, BHERIZR» o7,

U EDFERAED S, ERARSRBRORBREE I T 2EFOFAENRD s hiz,
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Sy /HOEOR=2—F /o RERAERTH 2, £H
BF /7Y VBRBEEOIME 22 SENLT 4 BRBEER
LT RENERED, SO THOERTIYVYRICAFY Y
TEVVINAFVEERFEEL, BIEEREDLEHTD
3, FEBOKRSEBER L VBN, £FVYVLFY
VIV A FOVEDSEER U 7o U TE R NM394 & L THERI
ST 5. NM394 137 7 LBHES L U7 7 AR
L, GBEDOAXZ M EET 32, FICERE, 0o
7 LM E R EOERN Y ABEPREN L TEWHEN
ERTY.

B2, FE OERARRRR TOEREN - BROIR 1T
©, LTOEREBL-OTHRET 5,

I HREAREND
1. A&

NM441 OHEES & TH 2 NM394 ORRERTH
N, ERARBRAERE (1992 £08) ORI BRE
IR 14 B8 300 B2 DWW T, AR LEEERFESERELY
CREVS, BREREIC & EEREE 10°CFU/ml i T,
B/NEE M 1 ¥ & (MIC) % ofloxacin(OFLX), cipro-
floxacin (CPFX) % H#&ZHK| & L TRETL 72,

2. B4 (Table 1)

Methicillin-resistant Staphylococcus aureus (MRSA)
20 BRIz 3 2 NM394 OB 3 FIF & bBh, 0D
MICs, 13 0.2ug/ml, MICy, & 6.25ug/ml TH > 72,

Methicillin-susceptible S. aureus (MSSA) 20 #kiZ D
WTid, MICs, i 3 #I & % 0.2ug/ml T - 7258, MICs,
TRFEHHREHEN0.2ug/ml TH- 72,

Staphylococcus epidermidis 20 ¥Rz L TlE, &HFlD
BRMIHB LR, 20 MICy 13 0.1ug/ml, MIC,, i3

1.56ug/ml TH -7z,

Enterococcus faecalis 20 ¥RiZX33 % A F|D MICs, 12X
0.78ug/ml, MICy, 1 3.13ug/ml T, OFLX, CPFX &
FRETH- T,

Streptococcus agalactiae 20 B iZxt L TAHF| D MICs,
12 0.2xg/ml, MICqy i3 0.39ug/ml T, 3H|HHKHEN
TWwiz,

Escherichia coli 20 BRiC L CTAFIDOBRZ IR L E
n, % O MICsi=0.025xg/ml, MICq & 0.1pg/ml
Tho7,

Klebsiella pneumoniae 20 B 1Z %t 3 % & F| D MICs,
12 <0.0254g/ml, MICq 13 0.2ug/ml T, 3 FDLLET
1X NM39%4 i3 CPFX L ERBE T, OFLX X hfEh Tw
720

Citrobacter freundii 20 #RIZ DV Tix, EFID MICs,
1% 0.05ug/ml, MICy, i& 251g/ml T, 3K DLLETIX
NM394 3z b, R\ T CPFX, OFLX DIET®H >
72o

Enterobacter aerogenes 20 BRiZ ¥ 3 % K& D MICs,
13<0.025ug/ml, MICy, i& 3.13ug/ml T, 3 %08
TIE CPFX & OFLX XFRIEE T, NM3% 3Zzh XY
bENL TV,

Enterobacter cloacae 20 BRIZI$ 2 ARF| D2 M IZ
OFLX X &t CPFX ERE T, MICso, MICy & b1
=0.025ug/ml TH -1z,

Proteus mivabilis 20 BRI\ZX3 % K& D MICs,, MIC,,
& HI=0.025g/ml T, 3FPFRHBEL TV,

Movrganella morganii 20 £k 1 D v T X, MICs,,
MICy & & 12 CPFX & A% D <0.025ug/ml TH Y,

' T RTHREHEERENSE 1 TH 30
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Table 1. Antibacterial activities of NM394 and reference compounds
Organism MIC (¢g/ml)
R Drugs
(no. of isolates) Range MIC;, MIC,,
methicillin-resistant NM394 0.1 ~ 6.25 0.2 6.25
Staphylococcus aureus ofloxacin 0.39 ~ 12.5 0.39 12.5
(20) ciprofloxacin 0.2 ~ 25 0.39 12.5
methicillin-susceptible NM394 0.1 ~ 0.2 0.2 0.2
Staphylococcus aureus ofloxacin 0.2 ~ 0.39 0.2 0.39
(20) ciprofloxacin 0.2 ~ 0.39 0.2 0.39
Staphylococcus epidermidis NM394 0.05 ~ 12.5 0.1 1.56
(20) ofloxacin 0.2 ~>100 0.2 6.25
ciprofloxacin 0.1 ~ 50 0.2 6.25
Enterococcus faecalis NM394 0.78 ~ 12.5 0.78 3.13
(20) ofloxacin 1.56 ~ 50 1.56 3.13
ciprofloxacin 0.78 ~ 25 0.78 3.13
Streptococcus agalactiae NM394 0.2 ~ 0.39 0.2 0.39
(20) ofloxacin 0.78 ~ 1.56 1.56 1.56
ciprofloxacin 0.39 ~ 0.78 0.78 0.78
Escherichia coli NM394 =0.025~ 0.2 =0.025 0.1
(20) ofloxacin <0.025~ 3.13 0.1 0.39
ciprofloxacin =0.025~ 0.39 =0.025 0.2
Klebsiella pneumoniae NM394 =0.025~ 0.39 =0.025 0.2
(20) ofloxacin <0.025~  3.13 0.1 1.56
ciprofloxacin =0.025~ 0.78 0.05 0.2
Citrobacter freundii NM394 =0.025~ 25 0.05 25
(20) ofloxacin <0.025~>100 0.39 >100
ciprofloxacin =0.025~ 100 0.05 50
Enterobacter aerogenes NM394 =0.025~ 25 =0.025 3.13
(20) ofloxacin 0.1 ~ 50 0.1 6.25
ciprofloxacin =0.025~ 50 =0.025 6.25
Enterobacter cloacae NM394 =0.025 =0.025 <0.025
(20) ofloxacin <0.025~ 0.1 0.05 0.1
ciprofloxacin =0.025~ 0.05 =0.025 =0.025
Proteus mirabilis NM394 <0.025~ 0.05 =0.025 =0.025
(20) ofloxacin 0.1 0.1 0.1
ciprofloxacin 0.05 0.05 0.05
Morganella morganii NM394 =0.025 =0.025 <0.025
(20) ofloxacin =0.025~ 0.1 0.1 0.1
ciprofloxacin =0.025 =0.025 =0.025
Indole (+) Proteus spp. NM394 =0.025 <0.025 <0.025
(20) ofloxacin 0.05 ~ 0.2 0.1 0.2
ciprofloxacin =0.025~ 0.05 =0.025 0.05
Bacteroides fragilis NM394 1.56 ~ 3.13 3.13 3.13
(20) ofloxacin 0.78 ~ 12.5 1.56 3.13
ciprofloxacin 0.2 ~ 6.25 1.56 6.25
Peptostreptococcus spp. NM394 0.1 ~ 3.13 0.39 1.56
(20) ofloxacin 0.1 ~ 25 0.78 12.5
ciprofloxacin 0.1 ~ 6.25 0.39 3.13
OFLX X h@Eh T, SHEIFRLEN TV,
Indole(+) Proteus spp. 20 BRiZ DWW Tlix, FF D I1. S8 MRRRPNIRE
MICso, MICqo & $12=0.025ug/ml T, 3F|DLLBE TIZ 1. A&

NM394 »3% b Ei, R\ T CPFX, OFLXDJETH -
Bacteroides fragilis 20 #Rizxt L Tix, MICsy, MIC,,
£ b iz 3.13ug/ml T H o720 MICs, i OFLX & [ &
T, CPFX X hENT Wiz,
Peptostreptococcus spp. 20 BRI ¥ L T, MICs, i
CPFX & A% ? 0.39ug/ml, MIC,, i 1.56ug/mlT,

FEEEM, FBBEOBEALBERBITENET
310, FEFETFELMEMMETES 20 B,
%18 T NM441 200mg % MATICKI50ml DA & L b
CREORE L, —ERR%IC IS R LT, SRR
&, ®5%, MAITEBREREE L, AR TFEBR
R & BRI L TRIE B L 7o, BRER 3G, &
i % S} SRR L, B 4 ERAO A /K C3RIE O ¥ & ¥
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L, —20°CBEBEREL 7z, HIER, BFEEZ1/I5SMD
) vEREE (PH 8.0) 2N, wEY &4 ¥—CTHE
KL, BOLBEREIEL . NM394 D& #IE %
BMBEFPEEC O ODVWTRBE®S I o~ N5 74—
(HPLC) ¥, HBHNBEICDWTIXE. coli Kp&kr
FE &7 % Bioassay ki & D #HIE L 72,

2. B# (Table 2, Fig. 1)

& 6 & CHBAEE O % Table 2, Fig. 1127w
Lo &K 200mg O 54 1 BFfE 10 40~ 7 BFRS 44
Szblz Y, 208DV THIE Lz, FEI‘SHON
#iks L CFEBRMEHREIZIZIZ—BL, REEE
1347 3 BEREIR T 0.68ug/ml, 7 BEfEI T 0.32ug/ml 3
Fvohtc, HBNBERNIBHEBGCREERY,
0.62~0.97ug/g ’RH 6, 7% TO0.24~0.43
ug/g BRB Sz,

Im. BB K B #

1. NRB L UVHE

FRL 411 B & D ¥R 6 4 10 A £ TORMICIRFIAE
B RBEERARIL L U2 ORBERKR I KREL, AE
R8T ER ARIRBBE 34 FlicFEA Lz, £ DWER
i, ERTENRE 1A, FERBER258(5 5 16k
TEREHFE), V) VRBESHITH S, 5/
¥ 1[E100~200mg % 1 H 2 BIg%LS5 L L, 3~14H
M (FHRSHH 4.3 H) &85 L1, toNERIHA
Lihoiz,

2. BhREELE

EERZNE I, TEEMEERL 3 AURNCEL (&E
L, ZO®EBBE-BA% [EF] L, TEEAM
BAERS 3 BUR K HEDER 2L, £ORIEHAIC
ES5 LAY, FEEBMEERS3BEZZEALT
bREBS N OFEE [HER]) £ L, MIEFHIRRI,
[HE], [BY-Eamkl, TBRR], [TE], [HES
BE] OSERETHEL 2,

BIfER 3B 5% 0 Bt EER, REREC L > THE
L7z,

3. HREBIERKZNR (Table 3)

EBTFERNRE (Case no. 1) DIEFNL, Z#F 3 HMH
BE5THEE, THHXE FEEBESHEEL, [EFY] T
Holzo FEANELIX 25815 D (Case no. 2~26), D
> 5 12 BiliX cefixime, cefpodoxime proxetil, levoflo-
xacin, bacampicillin &z ¥ OHiRE S {Tb, EZT
DoERTHD, IS DEFICHLERE3~9H
M5 Ui, BRSHRIE[ER] 561, [H2h]18 4, [
shl 28I THo1, BIEREHFEL TWiz 161 (Case no.
11) i3, BEPRE S o8, THEERE, FB3ESM
fIDOFERZ £ DBRKRERISERL, BRI Lz, v
M) VERIBE I S BITH oD, AMEERCHIVE
BEAL CTEEMGBAB AR L THAAEFIEL 728
[HIETREE] & L72fER (Case no. 28) 2%, $~RTC[A
%] THoiz,

Table 2. Serum and tissue concentration of NM394 after oral administration of 200mg
(yr) (k; ninistras Ut.bz;l(l;:)eglal b?rolzgs Tube Ovary | Endometrium | Myometrium | Cervix | Portio
1 |AN]| 43 48 1:10 0.54 0.49 0.245 0.251 0.295 0.318 0.285 0.276
2 |OR| 44 57 1:19 0.21 <0.05 <0.125 <0.125 <0.125 <0.125 0.55
3 |TH| 46 50 1:20 <0.05 <0.05 <0.125 <0.125 <0.125 <0.125 |<0.125
4 |SM| 40 66 1:24 0.3 <0.05 <0.125 [<0.125 <0.125 <0.125 <0.125 ([<0.125
5 |HM| 38 50 1:35 <0.05 <0.05 <0.125 |<0.125 <0.125 <0.125 <0.125 |[<0.125
6 |SA| 35 85 1: 41 0.09 0.07 <0.125 [<0.125 <0.125 <0.125 <0.125 |<0.125
7 |GM| 46 49 2:15 <0.05 <0.05 <0.125 <0.125 <0.125 <0.125 |<0.125
8 [SR| 40 54 2:27 0.62 0.44 0.443 0.545 0.54 0.52 0.55 0.497
9 |MT]| 67 62 2:57 0.68 <0.05 0.618 0.778 0.973 0.833 0.939 |[<0.125
10 [ SS | 48 54 3:50 0.34 0.23 0.223 0.304 0.355 0.369 0.323 0.301
11 |[MS| 52 48 4:00 0.48 0.34 0.432 0.435 0.376 0.457 0.457 0.406
12 |OK | 50 80 4:10 0.59 0.45 0.427 0.51 0.634 0.515 0.51 0.434
13 1Y | 37 49 4:10 0.48 0.18 0.38 0.6 0.54 0.478 0.409 0.474
14 | 1Y | 47 60 4:10 0.25 0.27 0.228 0.273 0.368 0.323 0.361
156 [MY| 43 42 4:37 0.19 0.14 0.186 0.265 0.204 <0.125 0.421 0.173
16 | SU | 39 52 4: 45 <0.05 0.18 0.253 0.173
17 |[NN| 43 50 4:52 0.47 0.47 0.565 0.535 0.505 0.496 0.455 0.449
i IM | 37 62 6: 06 0.24 0.16 <0.125 0.206 0.139 0.161 0.154
19 [TK | 40 63 6:22 0.28 0.22 0.207 0.315 0.331 0.331 0.238
20 (KM| 40 52 7: 44 0.32 0.24 0.235 0.298 0.379 0.429 0.239
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Fig. 1. Serum and tissue concentration of NM394 after oral administration of NM441 200mg
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Table 3-1.  Clinical results of NM441
] Name Examined material : Bacterio-
Case . Prior . . Daily dose |Concomitant Organism isolated Clinical ac ef“’ Side
Age Diagnosis ) before logical Remarks
no. ; drugs and duration drugs ! effect effect
Weight response
after
cefixime puerperal | 100mg X2 (—) uterine content : excellent | replaced (—) fever 37.8—36.6
intrauterine X 3days CNS WBC 12100—5700
H',K' infection P. anaerobius CRP (H)=(+)
1 26 ! lower abdominal
6-0 S. epidermidis pain (+)—=(—)
E. faecalis tenderness of
Corynebacterium sp. uterus (#)—(—)
(-) endometritis | 200mg X 2 (-) uterine content : excellent |eradicated| (—) lower abdominal
M'.M' X7days E. faecalis pain (#)—(—)
2 24 P. magnus tenderness of
4°5 i uterus (#)—(—)
normal flora
(-) endometritis| 100mg X 2 (—) uterine content : excellent |eradicated| (—) fever 37.8—36.4
X 4days E. coli WBC 10000—7200
S. ,Y' P. micros CRP (#)=(—)
3 18 | lower abdominal
4'5 normal flora pain (#)—(—)
tenderness of
uterus (#)—(—)
(-) endometritis | 100mg X2 timepidium | uterine content : good |eradicated| (—) fever 37.4—36.5
X 3days bromide S. epidermidis WBC 10900—8600
T.E mepirizole | ESR 17-7
s 2'7 scopolamine normal flora CRP (+)—=(—)
. buthyl- lower abdominal
59 bromide pain (#)=(—)
tenderness of
uterus ( #)—(—)
cefixime |endometritis| 100mg X2 (=) uterine content : good replaced (=) | fever 38.5—36.4
K. T. .
. X 3days Pseudomonas sp. lower abdominal
S ! pain (+)—(-)
5'4 E. coli tenderness of
E. faecium uterus (#)—(—)
TF (-) endometritis | 100mg X 2 (—) uterine content : good partially (-) fever 38.0—36.5
" X 3days S. aureus eradicated lower abdominal
6 29 S. epidermidis pain (+)—=(—)
5.6 l tenderness of
S. epidermidis uterus (#)—(—)
(—-) endometritis| 100mg X2 (—) uterine content : good unknown (=) fever 37.9—36.4
X 4days normal flora WBC 23300—10500
TN ! ESR 28—13
7 18 (=) lower abdominal
4‘8 pain (+)—(—)
tenderness of
uterus ( #)—(—)
cefixime |endometritis| 100mg X2 (=) uterine content : excellent |eradicated| (—) fever 37.9—36.5
K M X 3days E. coli WBC 14100—5900
M. ! CRP (#)—(—)
8 16 (—) lower abdominal
52 pain (+)=(—)
tenderness of
| uterus (#)—=(—)
(=) endometritis | 100mg X 2 (=) uterine content : good | partially | (=) | fever 37.4—36.4
X 3days S. aureus eradicated WBC 10300—8700
K. Y. S. agalactiae ESR 26—10
9 2'7 ) ! o CRP (+)=(—)
R S. epidermidis lower abdominal
56 S. agalactiae pain (+)—(—)
tenderness of
J uterus (#)—(—)

CNS: coagulase negative Staphylococcus
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Table 3-2. Clinical results of NM441
Name Examined material : Bacterio-
Case . Prior R . Daily dose |Concomitant Organtl)srp isolated Clinical . Side
Age Diagnosis . elore logical Remarks
no. : drugs and duration|  drugs ! effect effect
Weight response
after 3
cefixime |endometritis| 100mg X 2 (—) uterine content : good replaced (=) | fever 39.0—36.6
T. H. X 3days S. epidermidis WBC 12700—4600
y ! lower abdominal
10 2.7 CNS pain (#)—(-)
50 tenderness of
uterus (#)—(-)
Y. M. (-) endometritis | 200mg X 2 () Douglas puncture : good unknown (-) lower abdominal
TR X Tdays =) pain (#)-(-)
: ! tenderness of
57 (=) uterus (#)—(—)
S. Y. |cefpodoxime|endometritis| 100mg X 2 (—) uterine content : poor persisted (=) fever 37.7-374
: proxetil Xd4days S. epidermidis CRP (#)-(#)
12 30
) 1 tenderness of
53 S. epidermidis uterus (#)—(#)
cefpodoxime | endometritis | 100mg X 2 (-) uterine content : good persisted (-) fever 37.9—36.5
M. S proxetil X 3days S. epidermidis WBC 12200—8600
: C. sordellii lower abdominal
1 .
3 3.6 i pain (+)—(—)
48 S. epidermidis tenderness of
C. sordellii uterus (#)—(—)
cefpodoxime|endometritis | 100mg X 2 (—) uterine content : excellent |eradicated| (—) fever 38.3—36.5
O. N. proxetil X 3days S. epidermidis CRP (+)=(-)
. 1 lower abdominal
14 25 i
. (-) pain (+)—(-)
42 tenderness of
uterus (#)—(-)
cefpodoxime | endometritis | 100mg X 2 (=) uterine content : good |eradicated| (—) | WBC 11100—5900
H. M. | proxetil X 4days P. magnus CRP (+)—(-)
15 16 ! lov.ver abdominal
. normal flora pain (+)—(-)
49 tenderness of
uterus (#)—(—)
(-) endometritis | 100mg X2 (-) uterine content : good |eradicated| (—) fever 38.5—36.6
W.J X 4days S. epidermidis CRP (+)—(-)
y ! lower abdominal
16
3.5 normal flora pain (+)—(-)
61 tenderness of
uterus (#)—(—)
(=) endometritis | 100mg X 2 mepirizol | uterine content : good partially (—) | fever 37.3—36.2
AR X9days Corynebacterium sp. eradicated lower abdominal
3 P. anaerobius pain (+)—(-)
17 2.0 | tenderness of
% S. epidermidis uterus (#)—(—)
Corynebacterium sp.
G. vaginalis
cefpodoxime | endometritis | 100mg X 2 (—) uterine content : good |eradicated| (—) |fever 38.8—36.5
c.C proxetil X 3days S. aureus WBC 158007200
. a-haemolytic tenderness of
18 1.7 Streptococcus uterus ( #)=(-)
45 G. vaginalis
!
normal flora
cefpodoxime | endometritis| 100mg X 2 zaltoprofen | uterine content : good |eradicated| (—) fever 37.7—36.7
Y.S. | proxetil X 3days P. anaerobius ESR 10—5
y | CRP (+)—(-)
19 22 .
. normal flora lower abdominal
64 pain (#)—=(—)
tenderness ( #)—(—)
CNS: coagulase negative Staphylococcus
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Table 3-3. Clinical results of NM441
Name Examined material : B .
Case| ,° Prior . . Daily dose |Concomitant Organism isolated Clinical acteflo Side
Age Diagnosis . before logical Remarks
no. : drugs and duration drugs ! effect effect
Weight response
after
(-) endometritis| 100mg X2 pentazocine | uterine content : poor replaced (—) WBC 10100—8600
T. M. X 3days S. aureus CRP (+)—(+)
y CNS tenderness of
20 17
. 1 uterus (1 )— (i)
45 A. calcoaceticus
Corynebacterium sp.
levofloxacin | endometritis| 100mgX2 |scopolamine | uterine content : good replaced (—) | fever 38.9—36.5
A. K. X 3days buthyl- S. epidermidis CRP (+)—(—)
y bromide Bacteroides sp. lower abdominal
21 24 .
. l pain (+)—(—)
52 Prevotella sp. tenderness of
G. vaginalis uterus (#)—(—)
bacampicillin | endometritis | 100mg X 2 (-) uterine content : good partially (-) fever 37.3—36.6
K. A. X3days E. coli eradicated WBC 12000—5600
” 2'1 GNF-GNR lower abdominal
. Peptostreptococcus sp. pain (#)—(—)
48 ! tenderness of
Peptostreptococcus sp. uterus ( # )—(—)
cefpodoxime [ endometritis| 100mg X2 (-) uterine content : good partially (-) fever 37.9—36.5
proxetil X 3days Corynebacterium sp. eradicated WBC 14600—7900
0.K Prevotella sp. lower abdominal
" Peptostreptococcus sp. pain (+)—(—)
23 19 P. micros tenderness of
6.6 i uterus (#)—(—)
S. maltophilia
Corynebacterium sp.
P. indolicus
levofloxacin | endometritis | 100mg X2 mepirizol | uterine content : good partially (—) fever 37.8—36.6
X3days |scopolamine S. epidermidis eradicated WBC 11300—7000
Y.y buthy.l- F. necrophoru.m CRP (#)—(+)
i bromide| P. asaccharolyticus lower abdominal
M|z Lo pain (#)~(-)
53 S. maltophzlzfz tenderness
S. epidermidis (#)=(—)
GNF-GNR
Prevotella sp.
unknown |endometritis| 100mg X2 zaltoprofen | uterine content : good replaced (-) fever 37.8—36.8
G. Y. X 3days S. agalactiae CRP (+)—(-)
y CNS lower abdominal
25
2.9 ) pain (+)—(—)
57 S. epidermidis tenderness
(+)—=(-)
levofloxacin | endometritis| 100mg X2 |scopolamine | uterine content : excellent |eradicated| (—) | fever 37.9—36.8
T.S. X 3days buthyl- S. epidermidis CRP (+)—(—)
y bromide P. magnus lower abdominal
26 32 .
. 1 pain (+)—(-)
45 normal flora tenderness of
uterus (4 )—(—)
A K. (=) Bartholin’s | 100mg X 2 (=) pus: good |eradicated| (—) WBC 12300—6000
27 2'9 abscess X 14days S. epidermidis redness, swelling,
N 1 pain (+)—=(—)
50 (=) pus (+)—(—)
I. T. | norfloxacin | Bartholin’s |200mg X 2 (=) pus: unknown | unknown [unknown| hospital treatment
28 3'9 abscess x lday E. jOli for aggravated
52 ND
CNS: coagulase negative Staphylococcus

GNF-GNR : glucose non-fermenting gram-negative rods

ND: not done
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Table 3-4. Clinical results of NM441
Name Examined material : Bacterio-
Case A. Prior Diagnosi Daily dose |Concomitant Organll)serfrz);:olated Clinical logical Side R "
no. ge drugs agnosis and duration drugs ! effect effect emarks
Weight response
after
K K (—) Bartholin's | 100mg X 2 (-) pus: good |eradicated| (—) |redness, swelling,
b abscess X 3days S. aureus pain (+)—(-)
29 30 ) size of abscess
46 (=) (#)=(-)
pus (+)—(-)
(-) Bartholin's | 100mg X 2 (=) pus: good |eradicated| (—) |ESR 18—10
abscess X 3days C. freundii CRP (+)=(-)
S. T. . !
. S. agalactiae redness, swelling,
30 20 P. asaccharolyticus pain (+)—(-)
5'8 ! size of abscess
(=) (#)=(=)
pus (+)=(-)
(—) Bartholin’s | 100mg X 2 (=) pus: good |eradicated| (—) ESR 28—6
S. M. abscess X 6days S. aureus redness, swelling,
. S. maltophilia pain (+)—(-)
31 41 .
" | size of abscess
47 (=) (#)=(-)
pus (+)=(-)
(=) Bartholin’s | 100mg X 2 (-) pus: good |eradicated| (—) CRP (+)—(—)
0.S. abscess X 5days S. aureus redness, swelling,
2 % E. faecalis pain (+)=(=)
. i size of abscess
51 (=) (#)=(-)
pus (+)=(-)
(—) Bartholin's | 100mg X2 (—) pus: good |eradicated| (—) CRP (+)—(—)
A A. abscess X 7days S. epidermidis redness, swelling,
' ! pain (+)=(-)
33 35
. (—) size of abscess
73 (#)=(=)
pus (+)—~(-)
(-) Bartholin’s | 100mg X2 (=) pus: good |eradicated| (—) | fever 37.5—36.5
abscess X 10days S. epidermidis CRP (+)—(-)
S. M. .
. 1 redness, swelling,
34 39 (-) pain (+)=(-)
5'0 size of abscess
(#)—(-)
pus (+)=(-)
Table 4. Clinical efficacy of NM441
Diagnosis No. of cases | Excellent Good Poor Unknown | Efficacy rate (%)
Puerperal intrauterine infection 1 1 1/1 (100 )
Endometritis 25 5 18 2 23/25 ( 92.0)
Bartholin’s abscess 8 7 1 7/7 (100 )
Total 34 6 25 2 1 31/33 ( 93.9)
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Table 5. Bacteriological response to NM441
Organism No. of strain Eradicated Persisted Eradication rate (%)
Staphylococcus aureus 7 7 7/ 7
Staphylococcus epidermidis 13 9 4 9/13
CNS* 3 3 3/3
Streptococcus agalactiae 3 2 1 2/ 3
a-haemolytic Streptococcus 1 1 1/1
Enterococcus faecalis 2 2 2/ 2
Corynebacterium sp. 2 2 0/ 2
Clostridium sordellii 1 1 0/ 1
Peptostreptococcus anaerobius 3 3 3/ 3
Peptostreptococcus asaccharolyticus 2 2 2/ 2
Peptostreptococcus magnus 3 3 3/ 3
Peptostreptococcus micros 2 2 2/ 2
Peptostreptococcus sp. 2 1 1 1/ 2
Escherichia coli 3 3 3/3
Citrobacter freundii 1 1 /1
Pseudomonas sp. 1 1 1/1
Stenotrophomonas maltophilia 1 1 /1
GNF-GNR** 1 1 /1
Gardnerella vaginalis 1 1 1/ 1
Bacteroides sp. 1 1 /1
Prevotella sp. 1 1 /1
Fusobacterium necrophorum 1 1 /1
Total 55 46 9 46/55 ( 83.6)

* coagulase negative Staphylococcus
** glucose non-fermenting gram-negative rod
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Basic and clinical evaluation of NM441 in obstetrics and gynecology

Nankun Cho", Arimasa Noguchi?, Zenjiro Miyakawa?,
Atsushi Shimizu, Yukimasa Notake? and Katuaki Kunii?
YDepartment of Obstetrics and Gynecology, Showa University, Fujigaoka Hospital

1-30, Fujigaoka, Aoba-ku, Yokohama 227, Japan
2Department of Obstetrics and Gynecology, Kunii Hospital

A newly developed synthetic quinolone derivative antibacterial agent, NM441, was investigated for its
antibacterial activity, tissue penetration and clinical efficacy against obstetric and gynecologic infections,
and the following results were obstained.

1) Antibacterial activity : MICs of NM394 (the active form of NM441) for 300 strains of 14 species of
clinical isolates from obstetric and gynecologic infections were determined and compared with those of
ofloxacin and ciprofloxacin. The MICs, of NM394 was =0.025~3.13ug/ml and its MIC,, was <0.025
~25ug/ml

2) Tissue penetration: Tissue penetration of the drug into intrapelvic female genital organ tissues was
found to be good, the peak level in uterine areterial serum being 0.68xg/ml and peak tissue level being
0.62~0.97ug/g after oral administration of 200mg.

3) Clinical results : NM441 was given to 34 patients with obstetric and gynecologic infections at a daily
dose of 200~400mg, and a clinical efficacy rate of 93.9% (31/33) and bacteriological response of 83.6%
(46/55) were obtained. No side effects were observed.

From these findings, we consider NM441 to be a useful antibacterial agent in obstetric and gynecologic
infections.



