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SEHERIC BT 2H X/ 9 v AN KV BRRITEA NY-198DEERER), ERIREIRRES

BEHEE - WIBELI- KB BR-ATRB-BREE
BN OW-HME AT O FomMEEN-T BB M
oA -BHLFREB  F
BAKZRZHEZSNF

wWOES
B BRI RREE

¥ix ) 0y AR VBRTTEA NY-198i10 oW TR, BRMRN 2174572

1. PSS SRR R % VT MIC 2#E L, norfloxacin(NFLX), ofloxacin(OFLX),
ciprofloxacin (CPFX) oL et L7z, RHES & CL00ERRERER TIT k- 709, #
BEHENZ L WEBBRZEDLNL» -2, UTREEBIZOWTNHRS, Coagulase Bt Sta-
phylococcus (2488) Ti31.56% 56.25ug/mlic3Ai L, coagulase [&tk Staphylococcus 2TH) T
130.8% 5 3.13ug/mic3 6 L, Enterococcus faecalis (2THR) Ti36.25%512.5ug/mica7EL,
NFLX &i3i2F%, OFLX XU CPFX & NR% 24BN TH -7, Escherichia coli (2TH)
TI30. 4pg/ml FCRNHE N &R U1, Klebsiella pneumoniae (2648) Ti0.2%53.13ug/
mlic346 L, Enterobacter cloacae (2489 T130.1%53.13ug/mUc3 ML, Pseudomonas aer-
uginosa (258%) Ti31.56% &12.5g/mic A6 L72b%, #i#l L D Ro=0% 5 B TdH -2, Bacteroides
fragilis (238F) <Xt L Tid peak #%12.5ug/mlC NFLX & N EI-HENERL, OFLX, CPFX
I NRRLEIBETH 72,

2. BT WENT—FVEEEFIC, NY-198% 200nght 13k 5%, M & CHERRIRE &85
fclE (HPLCEY) L7z, mHhiBrEis 2 RS EE TL. T6ug/ml, 8 RE%T I.IOyg/ml%'/Tﬂ,
7eo BEHCRIREIY 4 RERSTR TR 1. 25ug/ml, 8 RFEHLTL. 03ug/mITH -7z, ’

3. EEBREER © SRLE BRI 165 AR 215 L, EBRSEDB & UBIfER 2R l,i_o
$£58i31 H300meg2FHANE L, 3BUic600mg% s L7, H5 BT 4 B2 5178 TRESRIZL. 28
2510.28 Thotz, BIHTH, B 3fl, 20 6HIT, BHRMFEIIEHLF, SBH4
FICHEIETS. 0% Th - 72, SEELE X EIHED 251 L 0 P.aeruginosa B & i, b A
HTH-o72, BHEAZEWERIZRD -7z,

NY-198i3% /v o ANVKyBE2HEABRKIC, 14011

LK, 6B EUSALICT v BRTFA LN T 0

3R FAE~RT V) EEPET HIRAREDRTEA F, COOH
Th 3, Fig. 1 K 2 DILEMBER 2RT, AR RSN
BAT 5 ABMEE, 77 ARKRICH L OURRE L N "HC
WA~ FTALBEEEEAT S & SN2, (\N

NY-1980 Bk 2 BERAE B i< 4 3 2 908 1 % MIC B HN
CEDBRAT A EE IS, BREFICOWTHPBES

S UBBRBATICOWT DR L7z, % 22 5VFHE DAL CHs

B LE165ERIc AR 245 L, TOBMKNAENESL & Chemical name )
UvLRLHEICOWTRET LT, 1-ethyl-6, 8-difluoro-1, 4-dihydro-7-(3-methyl-1-piperazinyl)
4-0x0-3-quinolinecarboxylic acid hydrochloride

Fig. 1. Chemical structure of NY-198
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I XBRHE

1. HEERRGECNTIHED

Bk EHMREIEE coagulase BBtE Staphylococcus (24
#), coagulase &t Staphylococcus (27kk), Enter-
ococcus faecalis (2Tkk), Escherichia coli (2TER),
Klebsiella preumoniae (268K) 8 & UF Enterobacter
cloacae (248) 12D &, HALERIEFZIEHREDL ICHE
t, FHREREICL) NY-1980 MICHIEZ4T% > 72,
BERER IR L 100EARERERED —BIic-
WTiTh o7, %8B, R norfloxacin (NFLX),
ofloxacin (OFLX) 3 X U¥ ciprofloxacin (CPFX) 7
Yoz onT b MIC JUZE 2 177% W HUBRaT L 72,

2. s & URERPNERE

RSB TSR 4R IRk D REE % 7 — 7V
BIEFIC, NY-198%200mgfR 3% 5 L, M#ks L B
¥1, 2, 4, 6, SEHEMRICIREIL, MFBES LU
MR IBERIE ICf L7z, NY-1987#IZ icid HPLC
EERAV, WEB & UHKIZ—80CIC THBEREL
2o BREKRILEIZ, BK0.2m1120.2M ) v BB E K

(pH7.0) %0.7ml, NEBEEHEE (KK-123) %#&0.2
M) B (pH7.0) 0.ImlB L5 %4 VT IV
PAA—NEH 7 aakiLs S5mlEEEN, HE D BRISE
LAMRIT 572, RICEFDBEHAZIREEE LZREIC
BEME0.5ml (7 b= YL 0.05M 7 U BUKIEHE
1 MBEBET v ®==7LKIE®K=22:77. 1) M2
TANS =B LI b0 EEMRE L Lz, BRI
BAS) BIP-1B T4 5 413 Hucleosill0c18 (+—%
NS L L7, BIESRMSEL LTOFEIZL. 5ml/min
T, BRHSIIE2IEE 280nm, Btk R (3455nm & L7z,
IoARHERE ) NY-198484E5 1 mg (Jiffi) /mlosKig#HE %
0.2M ) v BEEHRIC CTRRUMER L2 D 2R L7,

3. FEERHRET

R 2MRICBTHEFIG04E 9 A & ) IEFI614E 4 A
ITONRE & AR R E TONEE RIS
16BlicARI 2R L, EERIRET21T% -7, TKEDA
RITE TG, Bt 35, 26l 2ot
B, SMERBE, BREPURRE 16ITH 5. FRHI19
BPLTIHEETT, HHNIIBHIF, KETHTH 2,
53 1 B100mgH* 13, 200metk 54 3BT, 1H
SEHRS L L7z, BRIRENERDWERHES, AR5 5
BLRIC B ROBRE RO LD EAER, F1d
BB TORE S IIWE L2 DR ESH L L72ds,
DML HRE, KEAOEHLZEL, EEEDOHND
BERL,

n g %

1. SAEERRSME T 3MEN

ESPR 8D coagulase BEtE: Staphylococcus I T
i3 (Table 1), EHHRETL.56% 56.25ug/mic5Hh
L, 100fEARERERETIZ0.8556.25ug/mUc 7 L
72, 23 NFLX & hRfh, OFLX, CPFXiZi3
R BBHE T H - 72, coagulase Bt Staphylococcus
Ti3 (Table 2), R TO.8%*53.13ug/mizH 7
L, BRBHERETI30.4% 5 3. 13ug/mlizs3 L, T
NFLX ¥ i3i2R%, OFLX, CPFX iZid®®$H-»Tw
720 E. faecalis Tix (Table 3), JRHERET6.25%°5
12.5ug/ml, FFRHETI33.13556.25ug/mUcH L,
NFLX * %, OFLX i3 1 BB, CPFXIicid2 By
$ 5Tz, E. coli Ti3 (Table 4), BRE#ERET0.05
LIF#60.4ug/mica i L, FRETIITNTO.2ug/
m FTOENBIETH 72, K. pneumoniae (Table
5)i3, ERERET0.24°5 3. 13ug/ml, FRE TI20. 1»
53.13pg/mic A6 L7z, ZHUIMANCE L TROR%H 5
VW N TH -7, E. cloacae i3(Table 6), E&KERET
0.12*53.13ug/ml, ZFR&E TI20.05LLF 4 53.13ug/
mliZ5 A6 L7z, Pseudomonas aeruginosa(Table 7)T
i3, EHERT1.56%*512.5ug/ml, HRETIZ1.56»
56.25ug/mITH 72, ZHUIMHIL D HIHENTH
—72, Bacteroides fragilis(Table 8) L Tiz, &
W T12.5% 5100pg/ml, FHREET6.25% 550ug/
mle 37 L, NFLX & ) 2fENn, OFLX,CPFXic1
WL 2BREHAMENTH -7

2. s SUHEPNE

W& A7 — 7 VBBIERIC NY-198% 200mgik 3% 5-
%, WhBIUVBRPREY 1, 2, 4, 6, 8KHEMR%
CBIE L7z, MR (Fig. 2) i3 1 BR#£0.76, 2 FERG
1%1.76, 4 B¥RO£1.43, 6 ByR1%1.19, 8 RERG1£1.10
ug/mlTH-72, BhRE (Fig.2) (& 1 KefH40.55,
2 BRf7£0.50, 4 F¥RE1£1.25, 6 RyR#%1.06, 8 By
%1.03ug/mlTH -7,

3. BERER(EFIRR

SFHE R R ET AR B E6B I AR R ERA L A

(Table 9), TADOWEIIER 7 Fl, Bt 3 Fi,
B2, Z0fAURg, HRR, SERY BERRG
Z1HITH B, H5HMIZ4 B> 5170, BREGEIS
1.2g »510.2g TH 72, 16EFIR126IICH T, 2
3B 0BTH o7 RKICKBNBEMNEEAB L

(Tablel0), EHD 7THEFITIX 6 FUCHEZT, 5Hliz)
BT SRR L T 5, B 3fITid 1plico
AICER, F2RTIZ1IFUCENTH 72, ZDMHDIK
BTIRT~NTEDTH -7, BB BHEEHERIIE
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Table 1. Sensitivity distribution of clinical isolates of coagulase (+)-Staphylococcus (24 strains)

MIC (rg/ml)
Dilution -
<0.05| 0.1 | 0.2 | 0.4 | 0.8 |1.56 |3.13 | 6.25 | 12.5| 25 | 50 | 100 [>100
x 1 16 3 5
NY-198
X 100 3 | 13 3 5
X 1 5 | 11 3 5
NFLX
% 100 3 | 12 3 2 4
X 1 6 | 11 7
OFLX
X 100 16 4 4
X 1 4| 15 2 3
CPFX
x 100 1| 12 6 4 1

Table 2. Sensitivity distribution of clinical isolates of coagulase (—)-Staphylococcus (27 strains)

MIC (pg/ml)
Dilution
<0.05| 0.1 | 0.2 | 0.4 | 0.8 |1.56|3.13|6.25|12.5| 25 50 | 100 [>100
X 1 13 5 9
NY-198
X 100 2 11 8 6
X 1 2 13 10 2
NFLX
X 100 | 3 18 6
X 1 1 8 13 5
OFLX
X 100 6 12 9
X 1 6 5 15 1
CPFX
X 100 8 12 7
Table 3. Sensitivity distribution of clinical isolates of E. faecalis (27 strains)
MIC (ug/ml)
Dilution
<0.05| 0.1 ‘ 0.2 ’ 0.4 | 0.8 |1.56(3.13|6.25|12.5| 25 50 | 100 |>100
X 1 21 6
NY-198
X 100 5 22
X 1 15 10 2
NFLX
X 100 8 19
x 1 1 26
OFLX
X 100 3 24
X 1 3 17 7
CPFX
X 100 6 21
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Table 4. Sensitivity distribution of clinical isolates of E. coli (27 strains)
MIC (rg/ml)
Dilution
<0.05| 0.1 | 0.2 | 0.4 1.56 | 3,13 100 [>100
X 1 11 7 2 7
NY-198
X 100 12 9 6
- x 1| 12 3 12
NFLX
X 100 12 4 9 2
X 1 14 2 10
OFLX
X 100 21 1 4
X 1 21 6
CPFX
X 100 26 1
Table 5. Sensitivity distribution of clinical isolates of K. pneumoniae (26 strains)
MIC (pg/ml)
Dilution
<0.05| 0.1 | 0.2 | 0.4 1.56 | 3.13 100 >100
X 1 6 3 9 2
NY-198
X 100 2 16 1 1 2
X 1 1 9 14 1
NFLX
X 100 3 16 6
X 1 5 3 16 1
OFLX
X 100 16 7 2 1
X 1 10 11 4 1
CPFX
X 100 25 1
Table 6. Sensitivity distribution of clinical isolates of E. cloacae (24 strains)
MIC (pg/mD)
Dilution
<0.05| 0.1 | 0.2 | 0.4 1.56 | 3.13 100 [>100
X 1 3 14 4 1
NY-198
X 100 2 13 6 1 1
X 1 3 8 10 2 1
NFLX
X 100 6 10 6 1 1
X 1 1 10 9 3 1
OELX
X 100 9 13 1 1
X 1 22 1 1
CPFX
X 100 22 1
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Table 7. Sensitivity distribution of clinical isolates of P. aeruginosa (25 strains)
MIC (1g/mI)
Dilution
<0.05| 0.1} 0.2 0.4 | 0.8}1.56|3.13|6.25|12.5| 25 50 100 [>100
X 1 9 12 3 1
NY-198
X 100 15 8 2
X 1 11 13 1
NFLX ,
X 100 7 9 8 1
X 1 1 12 11 1
OFLX
X 100 5 11 8 1
X 1 12 10 2 1
CPFX
X 100 18 6 1
Table 8. Sensitivity distribution of clinical isolates of B. fragilis (23 strains)
MIC (#g/ml)
Dilution
<0.05| 0.1 | 0.2 | 0.4 | 0.8 |1.56|3.13{6.25|12.5| 25 50 100 {>100
X 1 18 1 3 1
NY-198
X 100 16 2 3 2
X 1 2 17 1 3
NFLX -
X 100 2 17 1 3
X 1 7 9 3 1 2 1
OFLX
X 100 3 16 4
X 1 2 9 6 3 2 1
CPFX
X 100 6 9 3 1 3 1
LY (RPN 6.25ug/mlic, FFHEFETIL0.8% 6. 25ug/mlic AT
m* = L, NFLX & ), OFLX, CPFX i2i3%%% 5%

NY-198I3AHE ¥ &1 7 5 ABHHE, 75 ARM
Bicx U CABHEAIME X =7 M EBWHEEELE
L, &R ERFERICH LT OENREHZ2E
T5E3NTWE"Y, NRHERIKBER % vy, NY-198
HMIC%28ZEL, NFLX, OFLX 8 X *CPFX o
MIC & b HegRat Lz, RS & 10015 el
T1T % - 72 %%, coagulase [ 4 Staphylococcus,
coagulase &t Staphylococcus, E. faecalis, 3 L U E.
coli TIIL A LBREEROMENRD bk o7z,
K. pneumoniae, E.cloacae, P. aeruginosa & 1F B.
fragilis Tit 1 BEEROYEF RO b, ERIBED
coagulase Bt Staphylococcus (3R IR TL.560 5

bDTH 72, coagulase Bt Staphylococcus 13
TO0.8%53.13ug/mlic, FRETO.4% 53.13pg/mlic
274 L, NFLX ¥ i3i2F%, OFLX,CPFX Ici3®®%
> T2, E. faecalisi3RiERET6.25% 5 12.54¢/ml,
FRT3. 134 56.25ug/mlic 4 L, NFLX L A%,
OFLX i2i3 1 BB, CPFX izid 2 BRES » Tl BLE
DY T LABMERE THANCE L TRl Ny
$-oTw b, E. coli TIZFHETTNTO. 4ug/mblT,
FRETIZTTO0. 2ug/mEL T BN BT, ffl &
ZZFRIEDIE N TH -7 K. pneumoniae TIZRH
B, WL 1103, 13ug/mU T CMHIE U7zds, il
2L B HDTH-72, E. cloacae Ti33.13ug/mld
TFTTRUELTH Y, NFLX,OFLX L RZEDNHEHTH
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Table 10. Summary of clinical effects of NY-198
No. of Clinical effect Efficacy rate
Diagnosis
Cases excellent good fair poor (%)
Felon 7 6 1 6/77 (85.7)
Atheroma 3 1 1/3 (33.3)
Furuncle 2 1 1 1/2 (50.0)
Phlegmon 1 1 1/1 (100.0)
Wound infection 1 1 1/1 (100.0)
Burn 1 1 1/1 (100.0)
Peritonitis 1 1 1/1 (100.0)
Total 16 12 4 12/16 (75.0)
wgm)  PLiME B. fragilis \idh 2 VAT E 2w £ 5 KBbIE, B
2.0 Pancreatic ca.=(ca.) BATF—TFNVEBEEHIC, NY-198% 200mghR 3% 548,
i 4135 & ORI £ RERHOICBE LA, il
F ®---® Serum 3 2 R B C 1. T6pg/ml, 8 RF%TL. 10ug/ml
' ‘. 0—0 Pan%rueigtic ERL72, BHEhBE D peak [ZIMAHREE & ) RR0BN0,
5 ... ARFRIATL. 25ug/mlk e o7z, 372 8 RERIHAT b Iisp
g4 /0 /  Tho—I= B L ITFSD]1. 03ug/mlThH - 72, S REE
;‘% $ RUBAGE16HI AR 242 5- U, BURARS L URIER
5 BEF L7z, 5813 1 H300meZ FRIL L, 341i2600ng
/ 235Uz, 85 0803 4 BA» 5178 TROSR5RIZ1.28
»610.2g Th-7z, BHETH, BRIERE IR, 20
o6 BIT, ERPRRIRIIALN, LRER4FITHD®

T T T T T T T T

0 1 2 3 4 5 6 7 8

Time (h)
Concentration (#g/ml)
0 1° 2° 4° 6° 8°
Serum 0 0.76 | 1.76 | 1.43 | 1.19 | 1.10
Pancreatic
fluid 0 0.5510.50|1.25|1.06 | 1.03

Fig. 2. Pancreatic fluid and serum concentration
after NY-198 200mg treatment

=72, P. aeruginosa TI3JRHETL.56%512.5ug/ml, &
R TL1.56%56.25ug/mlT, THHHIL VH->Tw
72 B. fragilis \<x L Tid, JREETI12.5%51004g/ml,
ZFRHET6.257 550ug/me 534 L, NFLX L )R
#h, OFLX,CPFX iz17%wWwL 2BPES 2B NTH
»72. YU kLY E. coli, K. preumoniae, E. cloacae
L U P. aeruginosa s ¥ DFRNES 5 L BaMERRE 12 (38
FRENRAD 2 DRI T & 2%, AN 5 LRMEED

BAW%TH o7, BEBLEB I CEHED2H L) P.
aeruginosa HIRH E i=5%, FROEHTH -7 Bt
KRZEWER OB LT, AREERICERLER L%
25,

X [
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NY-198 IN THE SURGICAL FIELD

.
SuiceToM! Iwal, MasasHr Fujn, TakesH1 Sato, KaANEAKI MATSUSHITA, MasaHIKO KUNIMATSU,
Axira Horikawa, HisasH1 FurunaTa, Touru NisHikawa, Koumer KaTo, YosHiakl CHISHIMA,
Izum1 Sato, Hiroko Sasaki and TAKASHI SAKABE
Third Department of Surgery, School of Medicine, Nihon University, Tokyo

Satoya UsHio
Department of Surgery, Ushio Hospital, Tokyo

We basically and clinically investigated NY-198, a new quinoline derivative, and obtained the following
results.

The ranges of MIC values of NY-198 against clinical isolates were 1.56-6.25xg/ml (coagulase-positive
staphylococcus), 0.8-3.13(coagulase-negative staphylococcus), 6.25-12.5 (E. faecalis), <0.05-0.4 (E. coli), 0.2-3.13 (K.
pneumoniae), 0.1-3.13 (E. cloacae), 1.56-12.5 (P. aeruginosa), and 12.5-100 (B. fragilis).

In one patient given 200mg of NY-198, the peak serum level was 1.76g/ml at 2 h after administration. The
peak in pancreatic juice was 1.25ug/ml at 4 h after administration.

In the clinical study, NY-198 was administered to 16 patients with mainly skin and soft tissue infections.
Clinical response was good in 12 cases (75.0%) and poor in 4. No serious side-effects were noted.



