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FOVBRZAFIYIAFVVINAFVERETAIEICE
DRNMESED SN 7O F Ty 7HOEHTH 5, £K
BBEEIVRIREA, £FYIFTFV VIV AFVENSE
BELU - PIE MR NM394 L2 %, ZOEBREIZS S LABY
BB LU7 7 sBHE L CTLEEOHEARY P VvER
T 5, BIRSEEL 7- R R EE) w3 3 NM394 @ MIC
1X=<0.003~0.2ug/ml TH Y, fLOF /o RIIEE L A%
DOHENRRT Z 05, WEERERIIX L TOBRERSERE
DRSNS,
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I.|f # Hh
1. AR VINR

REHFRBEWIRAFR TS W WE B ERR
D B IR 4 B 4R 77 O penicillinase producing Neisseria
gonorrhoeae (PPNG ; g-lactamase EE4£#R) 3#¥B LU
non-PPNG 31 #kizxf3 3 NM394 OB/ NFEEHILBE
(MIC) % # & L, norfloxacin(NFLX), ofloxacin
(OFLX), sparfloxacin (SPFX), tosufloxacin(TFLX),
levofloxacin(LVFX), fleroxacin(FLRX) @ 6 D
PUBZE & EEBRET L 72,

MIC OHIE Fkid BRLZREFIFEE LD
FERFRARECHEL, FEER X 10°CFU/ml 28
Wz,

2 B

Table 1 N. gonorrhoeae (non-PPNG 31#,
PPNG 3 ) icxt3 2 & 583D MIC range, MICs 8

Table 1. Comparative susceptibility of Neisseria gonorrhoeae to quinolones
non-PPNG (n; 31) PPNG (n; 3)
MIC (ug/ml) MIC (ug/mb)
range MICs, MIC,, range MICso MICyo
norfloxacin =0.003~0.78 0.0125 0.78 0.006~0.39 0.39 0.39
ofloxacin =0.003~0.39 0.006 0.1 <0.003~0.2 0.1 0.2
sparfloxacin =0.003~0.2 =0.003 0.05 <0.003~0.05 0.05 0.05
tosufloxacin =0.003~0.39 0.006 0.2 <0.003~0.1 0.1 0.1
levofloxacin <0.003~0.39 =0.003 0.1 =0.003~0.1 0.1 0.1
fleroxacin <0.003~0.78 0.0125 0.39 =0.003~0.39 0.39 0.39
NM394 =0.003~0.2 =0.003 0.2 £0.003~0.1 0.05 0.1

PPNG : penicillinase producing Neisseria gonorrhoeae
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LU MICy, DIE % 7R L 7z, non-PPNG 31 #Ricxt3 3
NM394 ® MIC {2 <0.003~0.2xg/ml 25345 L, MICs,
13<0.003ug/ml T, SPFX, LVFX & iZIZEIETH D,
MO HEBEE L D BEEN TV, MICy, i 0.24g/ml %
#L, NFLX, FLRX £ 0 1~2 &Eh T\ 12 25,
OFLX, SPFX, LVFX tHL 1~284% > Tz,

PPNG 3 #12 % 9 3 MIC i3 0.003~0.14g/ml i
A4 L, MICs 13 0.054g/ml, SPFX L IZIZEZETH Y,
MOLBELD 1 ~3EBN T V7, MICy 13 0.1ug/
ml, SPFX 2 1% % b DD, TFLX, LVFX L E%T,
NFLX, OFLX, FLRX & D 1~2%Eh Tz,

II. B8 K 8 & &

1. MR

WRITI992FE12A»5 1993 F8 H % Tl mHK
Rk REERL B & UREDS ke =2 L, WEMY - JENE
HREL LZH SN BHEET, BRI LRAEDNE
Sz 21 BITH 5,

FERpE 19~60 5%, FHB.O0ETHo Tz, Bk
BIRIAE B £ U hostess 72 ¥ DREZER A2 & DRRGE 11
B, KA S DREF: 6 B, pick up 2 & DRES: 3 F, A<EH
1BITH -7z, BREIMIZ, THZBHE 262Kk &,
{I~THEB 1L BIT, RRIZI4HETH- 2, £77,

6 iz sexually transmitted diseases(STD) FEEBE %
Fiz (Table 2),

WRE P PRE 25 D 2 M7 1 RERH W FRE S W DB % 88
», BHEX (smear) D77 7 LPREIEARTEHZHMEK
(PMNL) OMIFEEPICE Y A Z Tz 7 7 LBEMEIERE
(GNDC) #RH2BZrE LTz, EDXHBEERIT-
72 MEA D BE, 358, REB & U MIC D BEIE IZRE AR
AT R WEEER [ 2 2 €9 L, Faavr—+
EREE % BV T 48 BRI KEE 77 A 5538 L 1o 1%, BE S RAE
KL HETHREREGERRE L > 7 — W TEREL /2,

Table 2. Background of male urethritis

Background No. of cases

~19 2

20~29 6

Age 30~39 6

(yr) 40~49 4

50~59 2

60~ 1

0~ 3 4

Incubation period 4~ 7 11

(days) 8~14 4

unknown 2

friend 6

pick up 3

Source of infection fashion health 6

hostess 5

unknown 1

. Yes 6

Previous STD No 15

Chlamydia trachomatis D [EE & Chlamydiazyme &
(EIA &) %HATL 72,

2. BERE

NM441 #5413 200mg # 1 B 2 BEREOKRS L 12,
BS5HERERE LT3 HMTH o 72,

3. ZhRHE

ShE ¥ E i3 TREHIE B & O UTI EhaHiiE#e (5 3
R B2 1 & BHE—HIE EITo 7o H—HIE IZME
X3 BEE L FREA A T F 12 3 FIREE S O BBkt
TEHEMEEEEL LT, BEIAER (3~4HB) I,
[Z2h), [B%h), [EXh]D IERFETHEL:, EWRESH
ERREZ2ROBKRFTE2EHRE LT, [E#], (A
], [RER], %] O 4ERBETHEL 2,

REMII DV TIIEREREE, HiCHBELLE - fth
RRER I DV THRET L 72,

4. B

BRRER L ZHE N 21 Bld, HEEBRSE 15 6]
(71.4%), Chlamydia & DRSS 3F] (14.3%) DEE
fl—&E %L 7z (Table 3), fid 3 Hlix Chlamydia Bk
BPTHol:o Chiamydia BB 3 FI %2k &, 18 4l
PMEORE - R (FB) BT UBITHY,
REDABHER 4B TH > T2,

WEMIRER O EIBEHE TIX, BRBEL 2 o7z 2
Bl E, 166 [Z%h] 14 B (87.5%), B 28
(12.5%) TEHME100%TH -7z (Table 4),

UTI EZFFEMERE I L 2 —HEIC BT, HEEM
B L VRERBRLESITIEHE 3 ~ 4 HEBRICHE T & 1-ER
1UBITHY, ZOWNRIT (&R 86, (B 24,
[#E2h] 1 BITHEEIL 91% (10/11) TH - 7z (Table 5),

Chlamydia BERBH: 3B BV TIX, BEBE 3 ~4
HBIZIIHKHEIXTXTHEHE Lz, —F, Chlamydia D
KBRDSNID 3PP 1FITH -7, THREHET
W [ER] 26, (B2 18IThH> 7, UTI EhFFME
HIZLBL, BRI~ 4 HRCHETEERIL 26T
b, [F#] 16, (B 1#HITH-7: (Table 3),

Chlamydia O BMBREFER| % Table 6 (2”7, &5 5
#IE NM441 %2 1[E200mg T1H 21\, 3HED 30w
7THM, £7/213400mg 2 1 H 1[0, 1 HRE®ETH > 770
16ix 8 H#&Z Chlamidia DEEBTD s htz, 1 HI
HE 4 H& Chlamydia 3B TH 7. B D 1 HlIZE*R
el o IERITH -7z, FHREHEX (2] 14,
[#2h) 16, [HIEAREE] 16ITH- 7,

5 HIEEHIRET

SEIOINRIEF» & 3B S, MIC 28IE LE-ERK
Bt D N. gonorrhoeae £ 12 %t 3 5 NM394 o MIC i1
£0.025~0.2ug/mliZ 34 L, =<0.025xg/ml 25 8 #&,
0.05ug/ml 5324k, 0.2ug/ml B 1% TH->7, 77,
B-lactamase % #|l & L & 7z N. gonorrhoeae 11 £ th
PPNG it 2 #% T, non-PPNG 9#%Th - 1-,
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Table 3. Clinical summary of male gonococcal urethritis patients treated with NM441
200mg X2 3days orally
Patient | Age _— Day of Symptoms' (}ijé-:}tl}al:ale WBC - Neisseria gonst;r:::m tf:cm Evaluation* Site
iagnosis - . Tam
no. | Sex i Observation :;;(:lia {-::ﬂ volume prfperty smear urine str:in culture| MIC |g-lactamase| IDEIA uTl Dr. | effect
26 . 0 + | - + |purulent| + | + |GNDC| + |[=£0.025 - -
1| w | onococeal urethritis S g 0 o] - | - excellent | excellent
3 -, 0 # | - | + |purulent| + | + |GNDC| + |=£0.025 - -
2| | gonococcal rethrits 4 -1 -1 - 0|0 - - excellent | excellent| -
0 + | + + |purulent| + | + [GNDC| + [=0.025 + -
3 i: gonococcal urethritis 3 + | - - - - excellent | excellent | -
6 - | - 0 0 -
0 - | + H# |purulent| + | + |{GNDC| + |[=£0.025 - -
1 - | - + | serous | — 0
4 ﬁ gonococcal urethritis 3 - | - excellent | -
8 -1 - - 0 0 -
25 -1 - - 0|0
0 - |+ + |purulent{ + | + |GNDC| + 0.05 - -
5 ﬁ gonococcal urethritis ﬁ : : : ; g — — excellent | excellent -
18 -1 -1 - 0 [0 )
0 + | - + |purulent| + | + |GNDC| + |=0.025 - -
6 ﬁ gonococcal urethritis 2 - | - - 0 - + [=0.025 - poor | excellent
5 - | - - 0|0 -
0 # | - | # |purulent| + | + |GNDC| + [=0.025 - -
7 Il\?[ gonococcal urethritis 3 t — t ZZE I t - — ::::::: good -
10 - | + + |[serous| + | +
0 H | - + |purulent| + | + |GNDC| + -
2 - | - - - 0 - - excellent
8 ﬁ gonococcal urethritis 6 - | - - 0 0 - - excellent | excellent
9 - | - - - 10
11 - - - 0|0
9 57 onococcal rethritis 0 ++ - + |purulent| + | + |[GNDC| + |=0.025 - -
M | Bonococea 4 - | - - 0 | - - - excellent | excellent
0 + | - + |purulent| + | + |GNDC| + -
10 ﬁ gonococcal urethritis 3 - | - - 0 0 - - excellent | excellent
7 - | - - 0|0
0 + - + |purulent{ + | + [GNDC| - -
1 ?\2 gonococcal urethritis 3 - - - - | - - - excellent
7 -1 - - 0|0 -
12 22 gonococcal urethritis 0 Ll M *#_Jpurclent] + | + IGNDC) - —
M 3 - -1 - 0|0 - - excellent
13 » gonococcal urethritis 0 - *_|purulent] * | + JGNDC| - —
M 3 - | - - 0| - - - - excellent
14 % gonococcal urethritis 0 - t_Jpurdent| t | + |GNDC| - _ un-
M - unknown | known
5 3 gonococcal urethritis 0 - | + | # |purulent| + | + [GNDC| + 0.05 - -
M unknown | known
" gonococcal urethritis 0 +#H | - | # |purulent| + | + |GNDC| + [ 0.20 - +
16 M + 3 - | - - excellent| -
chlamydial urethritis 20 - | + + | serous | + | + _ n moderate
0 - | # | # |purulent| + | + |GNDC| + +
7 gonococcal urethritis 4 -1 - = 0 0 - - excellent | excellent | :
17 M + B 7 - |+ + |serous | - | - - + -
chlamydial urethritis 14 - | - - 0 | o
21 - | - - 0|0
. 0 + | + | H |purulent| + | + [GNDC| + + +
s 97 gonococc:l- urethritis 3 N ¥ seros| + |+ — — — moderate sood
M chlamydial urethritis ig B _ e - - - excellent

* UTI: criteria proposed by the Japanese UTI committee, G.N.D.C.: gram-negative diplococcus
Dr.: doctor’s evaluation
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Table 4. Clinical effect on classified type of infection evaluated by doctor’s in

charge
Clinical i
Type of infection No. of inical effect Efficacy
cases | excellent good poor rate (%)
Neisseria gonorrhoeae 13 12 1 0 100
Neisseria gonorrhoeae
+ 3 2 1 0 100
Chlamydia trachomatis
Total 16 14 2 0 100

Table 5. Overall clinical efficacy of NM441 in gonococcal urethritis

Day 3~4
WBC in smear
Neisseria Cleared Unchanged Nei Effect on ”
gonorrhoeae eisseria gonorrhoeae

Eliminated 8 2 10
Unchanged 1 0 1

tient total
Effect on WBC 9 2 pa ‘e';l ota

Excellent 8 (72.7%)

Moderatre

Overall effectiveness rate

2 10/11 (90.9%)

Poor

UL

1

Table 6. Clinical summary of male Chlamydia trachomatis urethritis patients treated with NM441

Patient| A Day of Symptoms Urethral WBC Neisseria gonorrhoeae Chlamydia Evaluation® Side
ient| Age ) . ay 0 - - . i
Diag-nosis . |uro |pruri discharge . | Gram smear trachomatis
no. | Se: t . - 8 effect
. observation dynia|tus |volume|property e e culture| MIC |pB-lactamase| IDEIA UTl Dr.
3 : i 0 - | -] + Jserous| + |+ ]| - I . .
1 M chlamydial urethritis unknown|,
5 0 - |+ + |serous | + | + - +
2 M chlamydial urethritis 6 - - excellent | -
8 - | - - - - - - excellent
u 0 - |+ H | serous | t+ | + - +
3 M chlamydial urethritis 1 - + +  |purulent| + + - + poor -
4 - | - - - - + poor

* UTI: criteria proposed by the Japanese UTI committee
Dr.: doctor’s evaluation

6. BEIYEA

BfER 2w Tid, FEOKE5HE, RUNEEWEAR
2PICED Sz d o 7z, BRBREE I DV TERSH]
BTRERT- 12ERT, WTFhOEFICBWVLTHRE
EBIAD Shiz o,

m. = =

4, NM441l oWt 258, B L UBFHE
HERE % 123t 3 2 BER DR £ #EF L 7z, NM4dl OFE
&M NM394 OWBES (non-PPNG) 1233 % MICy, i3,
o+ o > % EE (NFLX, OFLX, SPFX, TFLX,
LVFX, FLRX) & ot# it OFLX, SPFX, LVFX i
I1~2B8E2b00, L TASRHWL1I~2E

BTz, PPNGIZX L TIZSPFX 2 1 43 b D
D, MECHLTREZWL 1~ 28BN T\, A
DWMEHRER T L TEREEETH S 2 L 5HlE
FHRETC L DR& iz, £7, NM394 DERENEEIL,
NM441 200mg z iM%, &EMPBEICIE 1R TE
L, ZORBOMPEEIZ1.01+0.174g/ml 2R L1z, ¥
KEBHIIIBFETH D, 48 B¥E F TO BRI P HEM
RiZM 0% L |REY &0, SERE L 72HE O MIC &
ELInb EREI-TE Y, ANEROED S bEKRIE
BRI D THo T,

WEMERER AT 5 NM441 OEERZIE % 1 8 200
mg, 1 H2[E, 3 HE&S TREL, UTI EhaEffiss
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Clinical study on NM441 in male gonococcal urethritis

Isao Saito", Yasushi Saiko?, Ryuzo Miyamura® and Osamu Hamaya®
YDepartment of Urology, Tokyo Kyosai Hospital
2-3-8 Nakameguro, Meguro-ku, Tokyo 153, Japan
»Miyamura Urological Clinic
®Hamaya Dermatological & Urological Clinic

We investigated the bacteriological and clinical efficacy of NM441 in male gonococcal urethritis.

1) MIC range of NM394 against clinical isolates, 3 strains of penicillinase producing Neisseria
gonorrhoeae (PPNG ; B-lactamase producing strains) and 31 strains of non-penicillinase producing N.
gonorrhoeae (non-PPNG ; g-lactamase non-producing strains), was <0.003~0.2ug/ml. MIC,.s against
non-PPNG and PPNG were 0.2 and 0.1gg/ml, respectively, and the values were higher than those of
norfloxacin and fleroxacin and lower than those of sparfloxacin and levofloxacin.

2) NM441 was orally administered to 18 patients with gonococcal urethritis at 200mg twice a day for

3 days.

3) In the doctor’s evaluation, the clinical response was excellent in 14 cases, good in 2 and unknown
in 2 of 18 patients with gonococcal urethritis. Eleven patients were evaluable to the criteria of Japanese
UTI Committee, and the overall clinical response was excellent in 8 cases, moderate in 2 and poor in 1,

showing the efficacy rate 919%.

4) No side effects nor abnormal changes of laboratory findings were noticed.



