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FLOF o0 rREBIMEE NM441l DLW TUTORES1ET,

1. ERERURREY
1) t MATZERAERE (PT) ~O#AT

F#) 200mg WAREE 1.5, 2, 2.5, 4, 6, 8, 24 B PT WNirE (FME) 3 zh£n 1.72, 1.20,
1.25, 1.29, 1.17, 0.52, 0.38ug/g, MIEHEE (FHfE)IzZhZzh 1.42, 0.40, 0.28, 0.42, 0.36,
0.19, 0.06xg/ml T, PT PERE L MEFBEOLLIZ 0.71~13.0 TH > 72,

2) & bEHISZBRE (PF) ~DO#AT

F# 200mg PARTE 1 B D PF R 13 <0.01~0.44ug/ml T, MEFHEE XTI 0.50pg/ml, RAR
®1.5 2, 4FfO PFHRE (FHE) @3Z2nZ200.05 0.02, 0.14pg/ml, MiEFTEE (FHIE)
¥ZnZn0.73, 0.80, 0.28ug/ml T, PF @K L MFEFEEDIZ 0.02~1.62 TH > 72,

2 . ERRAVRRRY

BT RTIZAR R B3 22 B A K| 1 B 200mg % 1 H 2 @, 10~22 B (P4 14.3 B) @OKE5L
fzo UTI EZNFEMERE (58 3hR, B WAL 17HIOBEREKIZ 76.5% TH > 17,

BIfFR & LTid, BEFRE - B0 161, ORNERE 1 BIOF 2 flcso snlzss, WihbBE
THREZ#ME Lz BAREEORELRE & U THFRIRESH 1 FlIcEo s hi-p, 5T 8 HED

RETIREIEL Tz,

Key words: NM441, BIZBR¥&, BISZARMESEIT, BMAIIEA

BMAIRAD > B, BB MATIARZ (chronic bacte-
ria] prostatitis, CBP) i3 = 2 — % / o V' RIEEIER
THEIEDLLEDONTWEEEBTH B,

NM#4l BFEPCHFEINLFLORO=2—F /o
T, FT7TENF 7YV UEBELDTO R 7y J7HOEKITH
50, KFNIROKESHIT/NEG IR & BIR & h TiEtEAE
D NM394 & L THERNICAHET 5, FENIEE L HEL T,
77 LBHBRE (gram-positive cocci, GPC) B X U7 5 A
RHRE (gram-negative rods, GNR) WL THLUTHE
TEIEM LIS OEEIC A 219, %12 Pseudomonas aeruginosa
PECEHRMO GNR 3t LT b HEEEsSEN, subMIC
BROLBOZ LML TS,

SEH % i3 NM441 % CBP O v TERM, &%
DRI 21T > 120 %72, BGREER & FERRIC, bt bATSZARMER,
E METSZRRIE N DRATIBEE % I E L 72,

I ¥R & HF&E

1. BBENEEAE

1) & METIZRAR#EM (human prostatic tissue, PT)

~OBITBE

PT i, &REMFISIIRYIER (transurethral resection
of prostate, TURP) & 7= 3B ARG % 1T - 72 24 fiE

BlD> & 187 BT AR VIR A 24 RIRDBE 2 HIFE L 72,
NM441 % 200mg, M7HTZ £ 100ml DK THAR L 72 %
2, 1~24 B ORI A & YIBR 3 % & [RIBFICERIM L I
BEE/I, I D Tt bioassay B2 & D, MEIW
DWTIEREE 7o~ 57 4 —(HPLO) BRI & -
T NM3%Y BEOHIE 21To 7z, 2 B, BERRSHIZFEMR
ik &2 D BREEEE T 2 0 o 1 ERIHS 2 Bl - 72,

2) t MRTSZAS#E (human prostatic fluid, PF) ~®

BITRE

PF ~NDORATHERIL 22 BNZER L, 7 D% 1T IEMH]
VIREDBETH -7, NM44l % 200mg, 100~200ml
DKE EBICHBEORES L, B5% 1~ 4 BRICHiT
R~y 4 —Y %17, PF 25T 2 L R M LN
HErfel, BEAERIE, PF, MEL b5 1 B
D 9 REIZ DWW T id bioassay & & F w7245, ZDfo
B TIIRERRZ T2 /201 HPLC =% FHWw T Hl
E L7,

ABRHARNIL 1993 4 H~1993F 7 H L 19944 3 B
~1994 £ 10 A T, KM% I3 REE £ KEREWD
FREERLE £ OBIERR D 3 WRBRITH 2,

* T 254 FRHRIE 1-19-1
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%8, PT W3 & U PF hEHlE © —RERRABR L,
GPC [EEROEKRAZBROEM BT 2E%E] (1989 4
10 A2 B, E4&E4¥EREEA) 2EFL fTo7.

2 . EERAIRRET

1993 £ 4 B~1993 E8 BB L1994 E8 A~9 AD
M, T ERbe RaER R 2 22 LT 22 BlogH
HIIBRADBEERRE Uiz, FWSMIE 23~T3 5%, F
HEERIE 50.6 R TH o7 NM441 3FERIE LT1H?2
|, HARBLIBEBIZZNZThI 200mg (14 100mg &
) 2PEOKS LU, &5, UTI EaihEEe
(%3N, B (UTLEXE) cH¥L 10~22 HE, ¥
14.3 HETH -7z,

%8, BHRIRADZKIC DWW T3, CBP LIEME
HRIIZIIRA £ 2 ERIT 272012, FAIEC AFIEERTIC
it Stamey & Meares” DR L7z FEIC L D2 21T-
72e

WS ERIRRET D72, FIMAREHI (expressed pros-
tatic secretion, EPS) ¥ — F A7 7L, #iED
ERILE, FEB L UCEFOSBE T 2R/ IEEH
H#E (MIC) 28IELz, VB EORRECDOVTH
HEOHE B L VEEDRE %2175 72, EPS 1o Qnik
BZ 400 fEOFERIT X o 1o BIZBROMRZ Tid UTT %
TREANIEBRZIRIUDETAEMBERN L 272,
BEMERZ DL TREZICL o2,

BRMRETHREK L 2HE L, UTI H¥ECHETTEE
ZEFIZZACETHTHELR, ¥, FHREC L
ZAMBEOMBI L D MERNIREHE L 12, T2t
ZoWwTi, BEMNEVEFR 288 T 5L bic, MK
—fg, BHAE, FHEEE, RIFRL COBRKRERE®L,
RELBOEREMRET LT,

II. B ®

1. £ s PFB XU PT ~OBT

1) £+ PTREBERE

PTAD NM394 &1, %5 1.38MBBLUL5
BRI 1.53ug/g B U0 1.91ug/g (F¥91.72ug/g)
THY, MEPEEIX2.150g/ml B X U 0.68ug/ml(F
#1.42ug/ml) ©, ZDEPT/SiE #h £ h0.71,
2.81 (¥#51.76) Tholz,

85 2FE%ZB L V2.1 KM% TIR, NM394 0D PT
PO 1 0.12~3.95ug/g (F$91.20+1.60ug/g, n=
5), M7EHEEEIE0.05~0.67ug/ml (F0.40+0.30
ug/ml, n=5) T, PT/S iZ 0.86~5.90 (¥4 2.82+2.10,
n=5) Th-o,

K52 7B I, NM394 O PT A 121.25
ug/g, MEPEREIX0.28ug/ml THY, PT/Six4.46
THo7z0

BE 4% X 4.1 REE& TIZ, NM394 0 PT
MR IX 0.36~2.51ug/g (F#51.29+0.76ug/g, n=
7), IH¥Ech iR X 0.07~0.89ug/ml (F#70.42+0.30

ug/ml, n=7) T, PT/Six1.65~10.46 (‘F#4.07+
3.01, n=7) TH-o7z,

B5 5.8 BHiG~6.1 BFRG% Tk, NM394 0 PT g
it 0.40~2.65ug/g(F39 1.17+1.01ug/g, n=4), mE
R I 0.16~0.86.g/ml (¥4 0.36+0.33g/ml, n=
4) T, PT/S i3 1.90~5.63 (%9 3.47+1.56, n=4) ¢
Dol

BE57 8% TIE, NM394 D PT N#EEIZ0.5
ug/g, MISThEEEIX 0.194g/ml THY, PT/Sit2.74
THolz,

B5 24 BERE~24.2 BRI T, NM39%4 © PT Nt
1% 0.24~0.49¢g/g (F390.38+0.10ug/g, n=4), M
FREREIE 0.03~0.10xg/ml (9 0.06+0.03ug/ml, n=
4) T, PT/S % 2.40~13.0 (F#98.68+4.47, n=4) T
H-o'z (Fig. 1),

2) t b PFohEHE

HIE LT 22 BRIED S5 B 2 REFIIIRBA D 72 0t o>
SERSM L7z,

PF fhd NM394 #RE1X, #5 1 BB CRREL:
10 BfEh 9 REEMBRHEBALT C, 1 B REREN
857 0.44ug/ml TH Y, MIEHEE (1.56xg/ml) L0
k. (PF/S) i20.28 THoTzo 2B, IBREDRHEBRA
BRI, Y IVEREICED ENEFRTRE T,

BE1SKB®BCIE, NM394OPFhBEER
0.02~0.11xg/ml (F#5 0.05+0.03¢g/ml, n=5), MF
FRREIZ 0.09~1.10kg/ml(¥#50.73+0.41ug/ml, n=
5) THY, PF/Si20.04~0.22 (F#0.1040.07, n=
5) TH-ote,

Be5 2 BRI T 3 Bk 2 A THIERTRETH Y,
NM394 > PF o 8 BF i3 0.024g/ml B X 170.01ug/ml
(F#90.02ug/ml), 1% o ¥ B 12 1.01pg/ml 6 & O
0.58ug/ml (% 0.80ug/ml) TH -7, PF/SZwTh
0.2 Thotze BHETE RO L REOKREER
1£<0.01pg/ml THoie,

85 4 B5RI% Tk, NM394 O PF h B 1% 0.21ug/
ml 38 & U0 0.06xg/ml (F35 0. 14ug/ml), MEHRER
0.13ug/ml 8 & U8 0.43ug/ml (¥35 0.28ug/ml) T, PF/
SiF1.628X000.14 (¥$50.88) TH-rz (Fig. 2)o

ZEMTE, FFIRS 3 BH®CECEEORSIR
»ohTeh, MER L 6 RFHEBICHELLT.

2 . ERRAYRRE

st L7z 22 BIOEE % Table 1 2R L7z, FHREL
& ABNBHSELTRET H > - DiF 19 BT, [E# 15,
(B 126, [R0ER] 14, %] 5HTHoT.

¥ 72, UT] E¥ CMAREREESI 17 BITH D, BE
ERPRENSR I [2%0) 341, (&%) 104, T4z 461T,
B 76.5% Tholz, B, EEREL LTEED
BT AE % £ > FE6] GEBI No. 17) 28 1 fld o 7o
[P B a L) LML, BRI RER & LT
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(ug/ml) (ug/g)
3 3
4 l o: PT
o ® : Serum
11 (Mean*SD) 1
=
E l : .
s S 3
g I
3 4 | =3
2 0.1 0.1 s
s l
0.01 — T 0.01
1 2 4 6 8 24
Time (h)
Time after dosing (h) 1.5 2.0 2.5 4.0 6.0 8.0 24.0
No. of specimen 2 5 1 7 4 1 4
— 1.53 0.12 _ 0.36 0.40 _ 0.24
~1.91 ~3.95 ~2.51 ~2.65 ~0.49
Range
Serum? 0.68 0.05 _ 0.07 0.16 . 0.03
erd ~2.15  ~0.67 ~0.89  ~0.86 ~0.10
1.20 1.29 1.17 0.38
PT 1.72 +1.60 1.25 +0.76 +1.01 0.52 +0.10
Average 0.40 0.42 0.36 0.06
Serum L2 4030 0.28 +£0.30  +0.33 0.19 +0.03
2.82 4.07 3.47 8.68
Rate PT/Serum 1.76 4210 4.46 +3.01 +1.56 2.74 4447
Y Concentration : ug/g 2 Concentration : gg/ml
Fig. 1. Concentration of NM394 in human prostatic tissue (PT) after 200mg oral administration
(Table 2), #RI12 8.8% (&5 —» 17.0% &5 8 HE) — 13.0%

MEFARIR T, UTIEECLOFHE L 178 LD
I3ERE 27 BRSO BE X h, 25 HEDSTHE L, £BDEHE
XiXR2.6%Th-o7z, 77 LBMEIL 8 EE 20 k155D
BESh, 18 BEHEE L T 90.0%DIEEETH o1, 77
LREMERIZ 5 B T BROSSBE R N, TRTOBERMBIHEEL
2o Tt L 72 2 ¥k, coagulase negative Staphylococcus
& Enterococcus faecalis® # L F i 1 ¥ TdH - 7z (Table
3o

BRRBR BV TRIT &Nz 22 BID > b, FIELARER
BeDiz o7z 1 F1 K< 21 B, BERAHRE - K901,
OB ZNZR 1B ED Shizds, WTFhbE
BETAR OGRS ITRETH D, BTHRT AP ITH
Kl 2B, BHMFRE - WLTOEFTIIEEDH
CHIWIC & ) NIRBDOHME %175 72 (Table 4), %72,
BRREOEME NI 196D > b, EHRREBOREER
B L, FBEROME S 1 FIcED S, REED

(BBTH) T, BE5KT 8 HBRDOKRETIX 6.3% TREH
B CREL .
m. # =

NM441 © PT I~\OBATEE X, 1.5/ 5 24 B
Ml TOWBEEREE L THEL, ZOBR, B5%
I5EMOMBBRITEELRE L& 1.72ug/g Tho
7zo ZDHROMERIE 2 BRI (1.20+1.60ug/g) 25 6 B
M (1.17+1.01ug/g) F COBEICKERENASNE
oz, ZTOHRBERICED L, 24 BRA% TIX 0.38+0.10
ug/g THoTz, MEFEEIX1.5BRINE—2T1.42
pg/ml BRUIZHS, 28F[E (0.40+0.30ug/ml) 225 6
¥R (0.36+0.33ug/ml) £ TOHERIZ PT WO »
TLTBY, 20 4B plateau Th -7, PT R LM
BEHRE L O, 85 6B T TOBETIE 2.5 5
BOROEL 4.46 THo T, BBEANC AT 1.5~ 6 BF
MITIRE L ZMBEFBED 2~ 4 fEOBEL PT ik
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(ug/ml)
3
O: PF
[ )
® : Serum
14 l l (Mean +SD)
= o l
2
®
5
=1
: l
=)
o
O 0.14
0.01 T r T T
1 1.5 2 4
Time (h)

Time after dosing (h) 1.0 1.5 2.0 4.0
No. of specimen 1 5 2 2
Range PF* - 0.02~0.11 0.01~0.02 0.06~0.21
(ug/mD) Serum ~ 0.09~1.10 0.58~1.01 0.13~0.43
Average PF 0.44 0.05+0.03 0.02 0.14
(ug/ml) Serum 1.56 0.73+0.41 0.80 0.28
Rate PF/Serum 0.28 0.10+0.07 0.02 0.88

* pH of PF: 6.09~7.57

Fig. 2.

T30 EeALNT,

PF 1 ~OBITEE X, 1FFHEZETIZ 10 BRiE%EBEA
FELTh, 1BREDOAD0.44ug/ml OBEE LB LE
oo —F, MEPEEIX0.03~1.56ug/ml T, ¥
0.50+0.45ug/ml TH-o7, 1.5 8 L U 2.0KE D PF
FRATEED¥EIZZNETH 0.0520.03,0.024g/ml T
Hotzps, 4REEITIZ0.14ug/ml LR L 2P TIIRES
B olz, PFHEMEFTBE & O T, 1.5~ 2 8F
FITIE 2 ~10%FEE B3, 4 BFE TR 0% DRB1T
BRD 5Nz,

UEDPTHE PFHANDERIBITENES A3 &,
NM441 3R Z 1.5 TCPTANDBITR2 R L /2
B3, PF it 1.5~ 2 R S 1R 2 W EFIDBITH A
s5h, FH4RHBCRELEVEBENGSNT, 2B, B
E#%1TD PT & PF L MBI D TE, BIFE XA
BRAEAE DO YIBR AR, %E 3IF & A EOSHIIIRIEK & £
b7 WM IR A BE ORILIRE LK THBRE DR EE
BELZLHDELELTEY, A—V NV TOREELL
BLEbDTIREVLY, FLDINETOHREZEDHIC
%o THEERIToI

Concentration of NM394 in human prostatic fluid (PF) after 200mg oral administration

NM441 D EEH /85 A —% —iF, 200mgHET
Cmax 1.09%£0.17(ug/ml), Tmax 0.7+0.1(h), Tip
8.910.6(h) LHES L TV3BY, ZOEIEIX, ZhET
B E N =2 —F /o v EDrhTldciprofloxacin
(CPFX) 2L Tv> 5519, PT W8 & U PF DB
TBE OBREIX, CPFX kR TIEIZAE»ETEVL L
SIBbhd, =a—% /0 ETIE, tosufloxacin 28
PT = PF hADOBITEE S b EVLI~, NM441 &
IHICHRS EEH W, BITO R Wofloxacin
(OFLX)'s19, enoxacin'”, sparfloxacin'®'?, levoflo-
xacin (LVFX) 2020 S DRI & 2 LB 6 i BITHR
Ei3EV, Lhbl, REFAIA TV EEOL 7 = oK,
BO~=v) X, 3LAE PT R PFHABTL
RWZ ERERT B L, NM4dl EEOTHTIBTR
BEBEWL DD, n vitro TOMEEEIENLTWS T
ELHmRL TE T, FIBROBEECENTHSC
EWTRRE NI,

BERAgRRST T3, 22 B 17 % CBP L 2L, B
i et ic DV CHE L 7z, FHEERI» & GPC
8 BTE 20 BRSSP BE X N, 18 BR(90%) MBS hizo —
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Table 1-1  Clinical summary of chronic prostatitis patients treated with NM441
Treatment WBC* Bacteria* Evaluation**
i Initial Side effect:
Patient) fnit Dose Duration | Symptom* EPS ide eliects
no. Age EPS UTI Dr and remarks
(mg X /day) (days) species count MIC
0K S. aureus 10* | >100
K. + + :
1 . 200x2 14 — CNS 10 50 Moderate Good —
2% + negative 0
S.S.
+ + CNS 10° 6.25
2 . 2002 14 P P -
' - + CNS 10° | 25 oor oo
OF E. coli 104 0.05
o - + E. faecalis 104 0.78
3 . 200%x2 14 —
63 - + S. haemolyticus 10° Excellent Good
a-Streptococcus 102
Y K. 200x2 7 + + CNS 10¢ 0.39 Stomach
4 . i — ¥ S anrens To° 0'20 Poor Poor discomfort
51 200%1 7 . .
M. morganii 10° | =0.025 heartburn
K.M . .
. - H S. epidermidis 10° 0.10
5 . 200%x2 14 —
p — " CNS <10° 0.39 Moderate Good
S. pneumoniae <10® 0.78
K.Y S. epidermidis 107 0.10
e — H E. faecalis 107 12.5
6 . 2002 14 —
6 — m CNS 0 %5 Poor Poor
E. faecalis 10° 12.5
TH S. agalactiae 107 0.39
.H. + H y M .
7 . 200%2 14 S aur'eus 10 0.20 Moderate Good -
64 - + negative 0
MK
: + + a-Streptococcus 10° 6.25
8 . X —
o 200%2 14 — ¥ CNS 0 15100 Moderate Good
YH P. aeruginosa 10® 0.20
S +H HH Prot . 108 =0.025
9 . 200%2 22 - o e 100 | =0 025| Moderate |  Good -
4 S. epidermidis <10® 50
W.T
: + . 5 10* 0.3
10 . 2002 14 hs S. aureis 9 | Moderate | Good —
43 - H negative 0
S. agalactiae 107 0.20
LH. + # E. faecalis 10° 0.78 .
11 . 200x2 14 — my A, lwoffii 10° 0.20 Moderate Fair —
S CNS 10" | >100
Pseudomonas sp. 107 0.10
TK. + + S. epidermidis 107 0.10
12 . 200%2 14 — — - 0 Excellent | Excellent —
43 negative
K.A. + 7 10 1.56 i
13 . 200%2 17 * Peplostrep 000008 5. - Excellent Good Oral cavity
64 - + negative 0 discomfort
AY a-Streptococcus 108 3.13
< h - H S. epidermidis 10¢ 0.20
u |- 200x2 14 - " 2‘1 ative 0 Moderate |  Good ~
41

* before treatment

e

after treatment

[UTI: criteria proposed by the Japanese UTI Committee
Dr: dr’s evaluation
CNS: coagulase negative Staphylococcus, NT: not tested, NE: non evaluable, SE: side effects, ALF : abnormal laboratory findings

*** specimen was from VB,
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Table 1-2  Clinical summary of chronic prostatitis patients treated with NM441
Treatment WBC* Bacteria* Evaluation**
Patient | Initial Side effects
. » EP
no. Age Dose Duration | Symptom EPS S UTI Dr and remarks
(mgx/day) (days) species count | MIC
H.T
: + + K. oxytoca 10° =0.025
15 i 200%x2 14 — Y CNS 0° 100 Poor Poor -
™ y-Streptococcus 107 3.13
. . s, H
16 . 200X 2 10 + " S. agalactiae 10 0.20 Moderate Good -
54 - - S. aureus 10¢ 12.5
Micrococcus sp. 107 1.56
O.R. .
+ H E. cols 10¢ =0.025
17 7'3 200x2 14 — + | Corpnebacterium sp. 10° 50 Moderate Good —
K.H. .
+ " negative 0 _
18 o 200%x2 14 T m CNS 0° % NE Poor
F.S. .
— + negative 0 . s
19 o 200%2 14 — T Micrococcus sp. 0° 0.20 NE Good eosinophilia
0 | 55 soxe " + # S. agalactiae 07| 039 ) o NE SE :—
49 NT NT NT ALF: NE
LH a-Streptococcus 108 1.56
S + + S. epidermidis 10¢ 0.10 SE : NE
. X
21 - 200x2 14 NT NT NT NE NE ALF. NE
OH a-Streptococcus 10¢ 1.56
- + # S. epidermidis 10¢ 0.20 SE : —
- X
22 - 200X 2 14 NT NT NT NE NE ALF: NE

* before treatment
after treatment

CNS: coagulase negative Staphylococcus, NT : not tested, NE: non evaluable,

Dr: dr’s evaluation

b [UTI: criteria proposed by the Japanese UTI Committee

*** specimen was from VB,

SE: side effects, ALF : abnormal laboratory findings

Table 2.  Overall clinical efficacy of NM441 in chronic prostatitis
WBC L.
B L. Cleared Decreased Unchanged | Effect on bacteriuria
acteriuria
Eliminated 3 2 4 9 (52.9%)
Decreased
Replaced 3 1 2 6 (35.3%)
Unchanged 2 2 (11.8%)
Effect on WBC 6 (35.3%) 3 (17.6%) 8 (47.1%) Patient total 17
Excellent 3 (17.6%)
Moderate 10 (58.8%) Overall efficacy rate

U

Poor (including failure)

4 (23.5%)

13/17 (76.5%)
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Table 3.  Relation between MIC and bacteriological response to NM441 treatment in chronic prostatitis
Isolate MIC (ug/ml) Inoculum size 10° bacteria/ml Not | Total
S
<0.0250.05|0.10 | 0.20 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 | 50 | 100 | >100 | done | (%)
Staphylococcus aureus 1/1 | 1/1 1/1 3/3
Staphylococcus epidermidis 3/3 | 11 4/4
coagulase negative Staphylococcus 1/1 0/1 1/1 2/3
Streptococcus agalactiae 2/2 | 1/1 3/3
a-Streptococcus 1/1 | 1/1 2/2
y-Streptococcus 1/1 1/1
Enterococcus faecalis 2/2 0/1 2/3
Peptostreptococcus sp. 1/1 1/1
18/20
sub-total 3/3 | 4/4 | 3/3 | 2/2 | 1/1 ] 2/2|1/2] 0/1 1/1 1/1 (90.0)
Escherichia coli 2/2 1/1 3/3
Klebsiella oxytoca 1/1 1/1
Proteus sp. 1/1 1/1
Pseudomonas aeruginosa 1/1 1/1
Pseudomonas sp. 1/1 1/1
sub-total 4/4 /1| 1/1 | 11 7/7
25/27
Total 4/4 1/1 | 4/4 | 5/5|3/3 | 2/2|1/1|2/2]|1/2]0/1 1/1 1/1 (92.6)
No. of strains eradicated/no. of strains isolated
Table 4.  Side effects*
Case . . Day of .. . Relation
no. Age | Type of side effect | Severity | Dose appearance Administration to NM4dl
stomach discomfort + 200x2 7 probable
4 51 { continued
heartburn + 2001 7 probable
13 64 |oral cavity discomfort + 200X 2 9 continued possible
Total no. of side effects 3
Total no. of cases with side effects (%) 2/21 (9.5%)

*In a case of tissue concentration of prostate, a temporary skin rash appeared

7, GNR I 5 B 7 k3l & h, 2BBBRE S vz,
SETIE 27 Bkh 25 K (92.6%) BRE S hiz, BOHEER
EMICOBRIZOWTHKE T % &, GNR 78 iE P.
aeruginosa & TFT RTH=0.20ug/ml O MIC %7/
L, HICCBPO X EHE & L C&EE % Escherichia
coli, Klebsiella oxytoca, Proteus sp. DIFPMIE 5 BRI
iX<0.054g/ml OFENT MIC 2R L7z2, —F, GPCT
B BEELKEEE L 8 W3 E. faecalis 2 ix MIC 23
0.78~12.5ug/ml & BBINHIE & LENTE D - 7203, GPC
2T, 20 £k 12 #:(60%) 28=<0.78ug/ml ® MIC
Z L, NM441 25 GNR, GPC ® 5 icxf L TENIZHIE
EMEREOZ LS RE N,

AR~ DFAT & MIC DBIfR T3, PT WD 1.5 KA
EDFE#EE 1.72ug/g LT D MIC %2R L 728k 27 #k
FK(74.1%) THD, IhoDFRRTRTHRES
Nz, PF A 4 BRGFH9¥EE 0. 14ug/ml LA T 0 MIC
2R L7 HRIZ 27 #kh 9 B (33.3%) B o> h iz (Fig. 3),

NM441 13, BAfF & 72 3BEBAR OEE L LR THAA
DBATIHEWHICET 5V PT AR PF iADOBITHHI
ATz, FR7a RSy 7 Thsens, M

LR & DRNDOEAZESD, ERANORNZEELE 2
TWwWaHHHNT, ZOENEHCEELS 2 506
MWHH B, LoL, ERIXOHITHEEE»ES DT,
IhEf->T, B%FE76.5% £ OFLX, CPFX, LVFX,
temafloxacin?® 2 ¥ X 2 2 COEKKREICHE
TEOIREERCLDEEbN S,

CBP i3, 2 BHREEOLERE TS mENR*
Bwv, b 1~2 s AONEEL, ROTHRE
TEEF P TEFER -2 RFICRS T 5 003%
Vg

FENE, ThETO=a2—F /0 rEohTRFHER
NOBITHMEL Y, o THBREEB DBV D & FH
Ehbd, ERICSEOEBRIREEITO 2 BIOBIER
HLBRERTH > 7z PRIEROEWERZE S KR5S %
FIETNETH B, HEBRERIGERICEC MG T
BERkGTIRERBIb DB, T 5 LIBAL» S, NM44l
DCBPXNT B=—a—F / arEOFTOMBIIT &
LT, [RANVK]2bDELTFHETE %, D D%
EARY Y —7TREOPHRI+HEFTE 3, BIfE
AbHEESRERCEREBEEETNE, $3%4LTH



412 H & {b % % &

Hp

&

MAR. 1996

(ug/ml)
>100 - o
100 g
50 - o
25 -
125 r L]
6.25 . o
3.13 1 o o

O : eradicated
® : persisted

T 1.56 | o
0.78 8
0.39 [¢) [¢)
0.20 ¢ o 8

PT level (1.5h)

0.10 8
0.05 [
<0.025[

PF level (4 h)

Isorates

Fig. 3.

23] LI REBPEYLBRbII,
X &

1) &AHES, 5IEME | 5 42 B R tEREFEEBEAE
SRS, FEY R Y A, NM441, ZHE, 1994
Ozaki M, et al: In vitro antibacterial activity of
a new quinolone, NM394. Antimicrob Agents
Chemother 35: 2490~2495, 1991

Ozaki M, et al : In vivo evaluation of NM441, a new
thiazeto-quinoline derivative. Antimicrob Agents
Chemother 35: 2496~2499, 1991

Yoshida T, Mitsuhashi S: Antibacterial activity of
NM394 the active form of prodrug NM441, a new
quinolone. Antimicrob Agents Chemother 37: 793
~800, 1993

Segawa J, Kitano M, Kazuno K, Matsuoka M,
Shirahase I, Ozaki M, Matsuda M, Tomii Y, Kise
M : Studies on pyridonecarboxylic acids, 1. Synthe-
sis and antibacterial evaluation of 7-substituted-6-
halo-4-oxo0-4H -[1, 3]thiazeto[3, 2-a]quinoline-3-
carboxylic acids. ] Med Chem 35: 4727~4738, 1992
UTI s ((R%F 1 KEBIERK) UTI LRt (5
3R%) i1Bff, Chemotherapy 39 : 894~932, 1991
Meares E M, Stamey T A : Bacteriologic localiza-
tion patterns in bacterial prostatitis and urethritis.
Invest Urol 5: 492~518, 1968

BARE=S, fih: FLOROARITE A BAY09867
(Ciprofloxacin) ORI EIFIRBIAE 1203 2 B
7 o BRI ST, Chemotherapy 33(S-7) :
632~699, 1985

9)

10)
2)

3) 11)

12)
4

~

13)

5) 14)

15)

6)

16)
7)

17)

8)
18)

Bacteriological response classified by species and MIC

KREL®E, fib . WRBEEEIZ 817 2 BAY098670D
HBE®N, & KMWKRE, Chemotherapy 33(S-7) :
714~728, 1985

BEA{ER], fibh : BAY09867 (Ciprofloxacin) DR
BN T APE S, FCRERETE X CREERSR
E WX 3 58 8% 2w T, Chemotherapy 33
(S-7) : 671~683, 1985

BHARE=, fih: T-3262 DRE-2RRYE N 268
PREI#RET, Chemotherapy 36(S-9) : 943~966, 1988
ERE Ih, fth - T-3262 D RBEERE ICxH T 2 HHEH,
B KRR 2T, Chemotherapy 36(S-9) : 903~913, 1988
I B, fib: WRSBRISEEIIC B3 T-3262 OHR
B - KBS, Chemotherapy 36 (S-9) : 1074~
1090, 1988

REFIEE, ft 0 T-3262 O FRE M SBREHAE =X § 5 BRK
HISHER L BITZRR, K ks & R BEEBGAOBTE
24T, Chemotherapy 36(S-9) : 1091~1100, 1988
BARTE=, f : FRESBRIGE Cx T 3 DL-8280 AR
L&t BT 3 ERIRE B X ORI BT
\ZBA¥ % #3t, Chemotherapy 32(S-1) : 639~657,
1984

NS E, i © DL-8280 DTS AREB 2 & UM ATIZIR
BBIT, WRLE 30 : 1297~1305, 1984

SRS, b FREOAKIER AT-2266 Ot M
ILRRREAT & RESRBRAE 0T B e RAYRRET . Chemo-
therapy 32(S-3) : 724~740, 1984

BAES, fir: REERECHT 5=a—%/0vk
1 & % sparfloxacin D B K 2f, WRICE 37:
1749~1757, 1991



VOL. 44 S-1 M AT IR AR I3 5 NM441 D HBER) - FRRaYRRaET 413

19) PrEHE, i © Sparfloxacin ORI ARAAGRITICAE T 21) IUFEEFSE, fi : Levofloxacin (DR-3355) DRISIARAE

2 E & 5 ¥ 1 % #., Chemotherapy 39(S-4) : BN~ DT, Chemotherapy 40(S-3) : 203~209,
138~144, 1991 1992

20) BA B, FH EF3YEHAMEREESHAE 22) HBAE=, i EHHABHAIIRL T 5 Tema-
TR EFE Y v KR Y U A, Levofloxacin (DR- floxacin DESREE, BEFK ¥ BFFE 70 © 255~261, 1993

3355), K4, 1991

Basic and clinical studies on NM441 in chronic bacterial prostatitis
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We performed basic and clinical studies of NM441, a new quinolone antibiotic, in chronic bacterial
prostatitis, and the following results were obtained.

1. Basic study

1) Human prostatic tissue concentrations

Concentrations in the prostatic tissue (Mean) were 1.72, 1.20, 1.25, 1.29, 1.17, 0.52 and 0.38ug/g, and
the serum concentrations (Mean) were 1.42, 0.40, 0.28, 0.42, 0.36, 0.19 and 0.06ug/ml at 1.5, 2, 2.5, 4,
6, 8 and 24h after 200mg of NM441 administration, respectively. The ratios of the concentrations of
prostatic tissue and serum were 0.71 to 13.0.

2) Human prostatic fluid concentrations

Concentrations in the prostatic fluid were <0.01 to 0.44ug/ml at 1h after 200mg of NM441 administra-
tion, and mean concentrations were 0.05, 0.02 and 0.14xg/ml at 1.5, 2 and 4h after administration,
respectively. The serum concentrations (Mean) were 0.50, 0.73, 0.80 and 0.28xg/ml at 1, 1.5, 2, and 4h
after administration, respectively. The ratios of the concentrations of prostatic fluid and serum were 0.02
to 1.62.

2 . Clinical study
NM441 was orally administered to 22 patients with chronic bacterial prostatitis at a dose of 200mg twice

a day for 10~22 days (Mean: 14.3 days). The clinical efficacy rate was 76.5% in 17 patients evaluable
according to the criteria of the Japanese UTI Committee.

Side effects were observed in a total of 2 cases; stomach discomfort and heartburnin 1, and oral cavity
discomfort in 1, but all were mild and the treatment was continued. An abnormal laboratory finding was
observed eosinophilia in 1 case, but this case recovered at 8 days after the termination of administration.



