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NM441 100mg # & O#%5 U7z 5 B0 F il id 34~45
B (EH9 41.8 5%), 4KE I3 40~58kg (49 48kg) TH Y,
¥ - EFR S B FEBIES £ TORREIX 1 BT 55 4
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M BE R, FEBIRMEPRED 91~193% %KL,
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BCFH7.3H)TH-oT, iz, BEEEI 1000~2800
mg (F#52345mg) THo .
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WBEHEW X AEERYE L, TER 3IFIG [Fs] 14,
(B%h] 261, FENBERELHIT [BR]), virYy
IRIER 3 BICel [E%) BLUOFEREXR4GF [
] 180, [#ER] 3BITho1, Thbb, [EH] 1
B, (&%) 76, %) 3HITHY, [FE%] & [HR)
PEbERBMEIIT2.7% B/11) Th-oT,

DEEDOMEED SBRE U B EERE, FRES
7 LML 4 Bk TIHR) 38k, [F#ke] 1H&RTHY,
RS 7 NI 6 kR K] 58, [l 11
BESMEEIE 2 Bk (L), Chiamydia sp. 2 #RIZHERZ S
FHRL Tk, T2bb, BHAER71.4% (10/149)T
Holz. TEREHE 4 BRI, Streptococcus agalactiae 14k,

Table 1. Serum and tissue concentrations of NM394 after a single oral administration of 100mg of NM441
Body ) Concentration (ug/ml or ug/g)
Case | Age weight Tlm? uterine peripheral . . X cervix portio
no. | (yr) (kg) (h: min) artery vein oviduct ovary endometrium | myometrium uteri vaginalis
1 45 58 1:55 <0.05 0.03 <0.125 - <0.125 <0.125 <0.125 <0.125
2 43 40 2:00 <0.05 0.03 <0.125 <0.125 <0.125 <0.125 <0.125 <0.125
3 34 50 2:02 <0.05 0.02 - — <0.125 <0.125 <0.125 <0.125
4 45 48.5 2:15 0.27 0.26 - - 0.399 0.505 0.289 0.273
5 42 43.5 2:55 0.15 0.15 0.138 0.136 0.290 <0.125 0.146 <0.125
N.D.: not done
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Table 2-1  Clinical effect of NM441 treatment (Group-A)
] Administration Clinical response Abnor-
f\gﬁ Isolated : day i : : lower Clinical| B2St€Ti0™ | gjge | mal
Case) \yr Diagnosis . mg X 'total | after | ! WBC ! CRP iabdomi- local 1.mca logical labora- | Utility
no. |BW organism | times ! : : : : ' tender- |efficacy effect
(kg) X days. (mg) | treat- ; (/mm?): (mg/dl) i nal ness effect .tor.y
Y ment ' pain finding
salpingitis |Lactobacillus |200%2:2,800 before} 37.1% 5,000 0.48 | 2+ | 2+ |good |unclear - —  |useful
27 Sp. ; ; T T
]y ! x7 30364033000 0241 —
not examined : 7 36.6 4,000§ 0.24 l — —
salpingitis |S. agalactiae |200%2:2,800|before} 36.4 | 9,500{ 3.23 | 2+ | 2+ |excellent leradicated | — - |very
43 T T X
2 ¢ x7 4 36.1% 6,300 0.30 | — useful
51 negative : : : :
' 7 136.3:6,200:0.23 | —
salpingitis [negative  |200x2:2,800|before: 37.4 | 4,900{ 0.18 2+ |good |unclear - —  |useful
40 : : T T
3 . T 2 137.2% 5,200 0.1 !
47 negative T X X T
. 7 136.7%5,400{ 0.1 i
endometritis | B. cepacia 200X 2:2,800|before; 36.9 | 6,700} 0.23 | 2+ 2+ |good |eradicated | — useful
N E. Jaccalis | X1 6 36851000231 — | —
47 ¢ ' : ' :
Lactobacillus
sp. : : :
endometritis | C. glabrata 200X2§2,200 beforeé 38.0 512,000512.01 2+ 3+ |poor |unclear - — |useless
5 51 | pelvic abscess l X6 3 i380; : 2+
50 | (colon cancer) |not examined : - :
_ 5 138.5:14,100} 7.0 2+
endometritis | Lactobacillus 200><2§ 400 beforeé 37.3 8,000§ 2.48 + +  |unclear|unclear unclear| unclear |unclear
6 | 24 P x1 ! - : '
60 !
not examined
BW : body weight
BT : body temperature
Table 2-2  Clinical effect of NM441 treatment (Group-B)
A Administration Clinical response Abnor-
ge .
. Bacterio- mal
Case| (yr) | . X Isolated mgX ! Surgical Clinical . Side .
: X 1 1 labora- | Utilit
no. |[BW Diagnosis organism times ! total treatment day after pain | size | pus [efficacy ofgfnczz effect at ora- | Utility
(kg) % days. (mg) treatment effec ory
ays; finding
59 | Bartholin’s| E. coli 100><2§ 1,400 | puncture | before + | 2+ + |good |eradicated| — - useful
7 abscess ! x7
negative 6 - - -
49 Bartholin’s| Lactobacillus sp. 100><2§1.000 puncture before + 2+ + | good | unclear — — useful
8 45 | abscess ! X5
negative 5 - = | —
Bartholin’s| E. rhusiopathiae 100><2: 1,000 | puncture | before + | 2+ + |good |eradicated| — - useful
39 abscess Fusobacterium sp. | X5 :
9 56 C. catus 5 a B B
negative
50 | Bartholinitis| E. coli 200><2§ 400 (=) before + | 3+ + |unclear| unclear unclear | unclear | unclear
not examined

BW: body weight
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Table 2-3  Clinical effect of NM441 treatment (Group-C)

Age Administration Clinical response Bacterio- Abnorma]'
Case| (yr)| . . Isolated | mgx ! ] . Clinical| ¢ | Side | labora- .
no. | BW Diagnosis organism | times | total | day after | erosion |volume of | quality of | ¢ cacy logical effect | tory Utility
(kg) % daysé (mg) | treatment | redness | discharge | discharge effect finding
cervicitis | Chlamydia sp. |200 X 2 2,800 before 2+ 2+ poor |partially - —  |useless
11 | 2 G. vaginalis | X7 | eradicated
47 ! : 8 - -
Chlamydia sp. :
cervicitis Chlamydia sp. |200 X% 2 2,800| before 2+ 3+ poor partially — - useless
12 23 G. vaginalis | X7 ) eradicated
49 ! : 6 + +
Chlamydia sp. :
cervicitis E. coli 100><2§2,800 before 3+ pussy |poor partially - - useless
19 S. agalactiae | X14 ! eradicated
13 ! : 7 2+ pussy
E. faecalis :
S. agalactiae : 13 3+ pussy
cervicitis G. vaginalis |200%X2 2,800| before 2+ 3+ good |unchanged - - useful
(Chlamydia sp. | X7 i
14| 2 -) 5 8 - -
43 ! :
G. vaginalis
Lactobacillus sp.

BW : body weight

Table 3. Clinical efficacy of NM441 treatment

Number | Excellent Good Poor
Salpingitis 3 1 2 0
Endometritis 1 0 1 0
Bartholin’s abscess 3 0 3 0
Cervicitis 4 0 1 3
Total 11 1 7 3

Table 4. Bacteriological effect of NM441

Organism Number Eradicated Unchanged Unclear
Streptococcus agalactiae 2 1 1 0
Enterococcus faecalis 1 1 0 0
Erysipelothrix rhusiopathiae 1 1 0 0
Escherichia coli 3 2 1} 1
Burkholderia cepacia 1 1 0 0
Gardnerella vaginalis 3 2 1 0
Coprococcus catus 1 1 0 0
Fusobacterium sp. 1 1 0 0
Chlamydia spp. 2 0 2 0

Total 15 10 4 1
Gardnerella vaginalis 1 ¥k, Chlamydia sp. 2#%TH Y, m. =

312 Chlamydia sp. 333 2 HEFZHIZIERIZE» 5 77, Ozaki et alVixk 2 : NMUl OEBEETHD
ZE2HORN TR, BENEFRAS L VEAREME NM3%4id, 77 2BMHEB LU 7 ARHE AL
DREZTEIIEPCEDONT, BLTH-1, ciprofloxacin(CPFX) ¥ @ % % 7- ix 1/2, enoxacin
UEEY, BERFRB L UL CEISEHEREDH (ENX) £ v 2~8fEDH &5 %~ L, ofloxacin
i, (BOTEM] 161, [HHA] 76, [BAM%xL]  (OFLX) YR 77 ,BHEETCHEE, 75 AB%ET?
3BITH o7, ~ 8 fEDHE S ZRL, LEEAZAEARY PVERL
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Table 5. Laboratory findings before and after administration of NM441
RBC Hb WBC Platelet GOT GPT BUN Creatinine
Case | (x10*/mm®) (g/dl) (/mm?) (X10*/mm?) (ru/mn (ru/m (mg/dl) (mg/dl)
no: before | after | before | after | before | after |before | after |before | after | before | after | before | after | before | after
1 399 415 12.8 13.2 5,000 | 4,000 10.6 15.6 14 8 7.3 0.69
2 430 411 14.0 13.4 9,500 | 6,200 25.3 33.3 15 16 9 9 16.6 17.3 0.62 0.66
3 393 410 12.9 13.5 4,900 | 5,400 26.0 29.7 17 20 7 11 10 10 0.6 0.8
4 470 420 15.6 14.0 6,700 | 5,100 21.5 18.3 16 18 9 7 13.7 17.9 0.60 0.72
5 313 354 5.4 5.4 112,000 | 14,100 | 82.7 81.6 11 11 8 0.48
6 428 13.4 8,000 35.3 12 8 9 0.57
7 476 13.6 8,400 | 4,400 25 16 37 22 10.1 14.0 0.7 0.7
8 453 446 13.9 13.8 5,300 | 6,500 | 36.9 36.7 18 17 12 12 12.7 11.0 0.8 0.7
9 507 479 14.4 13.8 9,300 | 6,500 | 34.2 33.6 36 31 53 52 8.7 13.6 0.5 0.6
10 479 14.8 18,700 21.9 13 12 11.6 0.41
11 488 460 15.9 15.1 4,400 | 5,700 | 15.8 15.0 17 19 15 14 14.2 9.9 0.49 0.52
12 414 411 12.0 12.1 4,400 | 4,100 | 45.5 47.0 32 35 29 35 9.1 13.5 0.41 0.46
13 442 448 13.0 12.9 4,200 | 3,400 11 13 7 7 11.1 14.2 0.6 0.8
14 452 424 14.0 13.1 5,200 | 4,000 16.2 16.6 15 15 9 9 7.8 7.4 0.59 0.61

Twb EHREL T3, 81, Pseudomonas aeruginosa
D MICs 1% 0.39ug/ml, MICy, 1 0.78ug/ml, Serratia
marcescens D MICs, 1 0.39ug/ml, MICy, i% 6.25ug/
ml %, 77 ARMECH LENTIENI 2B L T b,
%7z, Yoshida et al® iZ, NM394 & MIC & MBC %X
RELL, BENCE EREL T3,

&5 0zaki et al®id, vV ALERBLEICNLT
NM441 & 3 #| CPFX, OFLX, ENX TED;, 2%
MLz 3, NM441 37 7 L2BHEB L VEMEE T
BEZRT Lo REBESELPFTE, FICP
aeruginosa TROLENIHERER LI EHKEL TV 3,

NM441 OEBEATICEEAL T, BISDOHEY TiL, BF
A 100mg ZERERHE OS5 U 7285 D Crax 13 0.68ug/
ml, Trax i3 1.36R, T, 3 7.76HETHY, ¥ XFY
~ (H,-blocker) O FEIEFESH T3 Crax 0¥ 33% 1234
LTwie, & OfFERIE, 78T Ho-blocker, 7 bty
ERE5L, 2EMEEITLIOT, BRNHES 2D,
BIEDREY & 0 [H#IR, FEEBRNOBTHEMET
bot:bDrEZONB, L, BITOREDSNI 2
BlizowTiz, FEBHRD > EBHABDOBITERS
91~193% &, F 4 D S-1108 T D % & & &S
B~ 2% L VIEFICRVEKETH D, BEOEAFR
RRERBECH L CHENRISPETELEE15N
2o

B2 DRER % & CERARESMBERPEICNT 5
NM441 oL ¢, BI&EY 12 92.4% (97/105)
EREL TV 58, B2 ORI 72.7% (8/11) THY
BRARZIRIMED > 720 L, Fx DEEBIIC Chlamydia
SD. KXBFERERS2HHY, wihb R DK
BMThHol Z Lt BAL TV B L %2 5, BIBEDREY
T, Chlamydia trachomatis \z3xt3 % MIC 1% 8.0ug/

ml EBETHY, FA D Chlamydia sp. \= & 32 F=H
BREGIE, MEBEHERBRLT [E$] Cho7zbDE
£z 5,

ERARBRE TCOSBEOHERIC X 2HEZRRIRI
BAL T, BIEY1X93.0% (80/86) DEMHEREZ]REL T
WA Y, R ORI 71.4% (10/14) L BHETFEVERT
Hotlze Iy, Chlamydia sp. 2HEBEEFNTVWE T
EWERLTWwWBE EEZ B,

ZeHBEL T, BIE0OHmEY Tit, BEIEAREX
3.5% (71/2024), BEIRBREMBOERELEKITE4.7%
(81/1726) TH D, ZORMEB L UARE bLD = 2 —
F /O ELERTH >, A DEFIE, EIFEA, &
KREBEORELEF L, ReXRETE,

BLEX D, NM441 ix, Chlamydia sp. %5 { ERZAE
FHEMERRECN LT, BEBRETSE, A EH
ThHbHIENREINT,

X 73
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NM441 in obstetrics and gynecology

Nobuyoshi Takasugi?, Yuko Sakaguchi®, Hiroshi Suehiro”, Akihiro Murakami?,
Ayako Mitsuno?, Hiroshi Kato", Takehisa Ito?, Masayuki Kobayashi?,

Jusaburo Nobutani® and Hitoshi Morioka®
YDepartment of Obstetrics and Gynecology, School of Medicine, Yamaguchi University
1144 Kogushi, Ube 755, Japan
Department of Obstetrics and Gynecology, Tokuyama Central Hospital
¥Department of Obstetrics and Gynecology, Shimonoseki National Hospital
“Department of Obstetrics and Gynecology, Saiseikai Shimonoseki General Hospital

We performed basic and clinical studies on NM441, a prodrug of NM394, a new quinolone, in obstetric
and gynecological fields and obtained the following results.

1) The maximum level of NM394 in the uterine arterial serum was 0.27xg/ml, obtained at 2 hours 15
minutes after oral administration of NM441 100mg. The tissue transfer of NM394 in genital organs were
91~193% of those in the uterine artery.

2) In our clinical study, NM441 was administered to 14 patients with gynecological infections. The
clinical results were evaluated in 11 cases, and were excellent in 1 case, good in 7 cases and poor in 3 cases
including 2 chlamydial infections, showing a total effective rate of 72.7%. No critical side effects were
observed in any cases.

These results indicated that NM441 was a promising aid in obstetric and gynecological infections
without a chlamydial infection.



