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NY-198 D REBHINSF D 72 DEEBER), BRIRFIRET

RBEER-REELB - KHBEF-HR - AU+
B AR

NY-1980Hi# R ~=7 b vid ofloxacin (OFLX) ,norfloxacin (NFLX) icBILT, 7528
HH, BERICESIBERERLT, BN LMAIELL T2, BIRSEED Staphylococcus aur-
eus208ki3, A<H10.39~1.56ug/mITEREN M EIRL, 0.78ug/mlic 148k, 70.0%5H > THHED
W% % L7z, Pseudomonas aeruginosa208ki31.56~12.5ug/mic5346 LT 3. 13xg/mliz 108k, 50.0
%15 d > THRMDWERLI,

BEBAKRIC NY-198 20mg/kg% 1 MEO#HESE LT, BIEARNZ 2 BE7%£i20.33ug/mlod
peak HREDBITHA LN, DL EDEMIIZ13.0% T 72, LIkIZHR L T 8 Bef%0. 158/
miER L7, BAEREANIE 2 BERIE T, SMRERIC0.72~2.53ug/g, HRERPIEE~0.01~0.82ug/g or
mDBITRENA LD SN2,

BRPRIGERI 3 B REUSSAE I A 1 M 100mg 3 7213200mg%® 1 A 3EEORE L T, 3R L IR
3N, BRERR (4), ZHIE (6), BARIRR (7), 1BERER (12), FBEX (1), AKEHE

(1) BIUAKRE (4) OFSEMZIERL T, E3h4, BA122, 0BT, EH2 OREREL
Z bz, BENEIIT4.3%TH 72, MRFRINEL, S.aureus60.0%, Staphylococcus epider-

midis75.0%, Haemophilus influenzael00%DWHEEE R L7,
BMER & LT 1HIICRIBL A LD bhiahs, WARZE#EG L THRIBER THRINE L7,

NY-198i3 b EE Kbk RS HHRATTHREI L, ¥
¥/ o yREOMERTH 3, A7 7 2B4%HE, &
HEICH L TEWIERRZ MLV ET N E N ER
L, BOH5C LN $AR» TS L CEEBA~NE
T3 IBEE2ETEY,

AR DBEHEEKIGH D 72 ISR L T 2 & /- 2L
L b ICEBRBRICOWT, LUTIEET 5,

I EBFE

1. REARZ ML

BERTFHEHKICHT 2AR0MEH 2, BALERE
FOMFHERIC LY, FEREET MIC 2RIEL:,

2. BUERSMEHICHT 2 BB

AR enE BE & 1) 238 L 7> Staphylococcus aureus20
¥, % 5 UNC Pseudomonas aeruginosa20BRICx 3 24
Rofidh %, wRRcLTRIEL,

3. BABST

BEERER ((EE2.5~3.0kg) 2AWT, AMOBR
WBITOENE R RS L7z, ARIBAERKICIERL T, 20
ng/kg® A5 b AT —F M) EERREENICHE
B L7, H552R0NICHTFERS L 2R LT,

BIFEARE LUMEABTRERHE L2, 72, BIF
JRMREE peak FRHTHRER 248 L T, IRGENEE #
BREL,

NY-1BBEREIIHERE I o> TT77 4 —

(HPLO)I2 & D47% > 72, BRAFRILE L L TERIK0.2
mliz0.2M ) »#igtEEE (pH7.0)0.7ml, PAEBEEHES
B (KK-123) #5&1:0.2M ) e (pH7.0)0.1
m, ZLTS5%A YT INTLI—=NERZ70aRLL
S5m¥ZhFhumiize 5 L, BISEOFEEE 3174
272 .

WICZE DAL REBE LRE ICHENME0.5ml (7
Lr=FYNL0.05M 7= BKBHK . 1 MBERET
YEZLKEHE=22:T7.1) EMI 74N —¥E
L7z b e Bk L L7z, A3 EASE BIP—
18 T4 5 413 Nucleosil 10c,s (F—4 V48 & L7=,
BIESRM L L ToREIZ1.5ml/min TH ) REZZIE
AR 280nm, Bk R I3455nm & L7z, F78EHER D
NY-198184£5 1 mg (). /mldskizH % 0.2M ) &
BRI THARUER L2 DR ER L,

4. BERERARR

REFS, BRRRAR (4), ZhIE (6), BARIRK (7),
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BHERER (12), BAVER (1), ARKRE (1), B&
UABRE (4), DEBFTH S, InbHITNLT, &
A% 1[100mg % 7213200mg, 1 H 3 ERROKRG LT, B
RENER L BEHIT O ERET L2,

I SEERRLK

1. HBARIZ ML
Table 1iZ7-3 &9 Th 5,
Haemophilus aegypticus(4)1.56ug/ml, Moraxella
lacunata (7)=0.2ug/ml, Streptococcus pneumoniae
(8) 3.13~6.25ug/ml, Corynebacterium diphtheriae
(4) 0.39~6.25ug/ml, Neisseria gonorrhoeae (1)
<0.2ug/ml, Staphylococcus haemolyticus (2) 1.56,
6.25¢g/ml, Streptococcus viridans (2) 0.78, 1.56
pg/ml, S. aureus (4) 0.78~1.56pg/ml, P. aeruginosa
(2)1.56, 3.13ug/mlTH 72, S. aureus 209Pi30.78
ug/mlTH -7z,
bbb, ARNIHEED ofloxacin (OFLX) 95 L Ur
norfloxacin (NFLX) L BIL T, 77 1BE, BiE
BIChIZ)EWHERARZ PVERL, ZRENDIE
FHIZFTEUL T/,
2. ESERAMEEMRICNTT 3 5214
1) S.aureus (Fig.1)
NY-198/0.39~1.56ug/mlic ERMES A2 RL T,
0.78ug/miz 148k, 70%4H > THMAOWLERLIZ, [
BRCRZEL 72 OFLX B XU NFLX Ot & e~ 3 &,
NY -1989 S.aureus i= 5t § % E & ¥ 13, OFLX &
NFLX tndficdh -7z,
2) P.aeruginosa (Fig.2)
1.56~12.5ug/mic3 46 LT, N3, 13ug/ml
12 > T108k50% % 72, OFLX i L T, NFLX
I NEERZETH -T2,

3. BRABST

BRI TRT 2 WL SRDFEHETH L b L7,

1) BiEkMRE (Fig.3)

BEIL Fig. 31§ &9 Th 3. AR/ 1BHT
0.07ug/mDBFEXKABITREL AL D, 2 BKlH
peak T0.33ug/mlZ R L 72, LIgki3® L T 8 BRRli
0.15ug/mINBITRE 2R L2, RRHCHEE L 20
BRI 2 BRI peak fH2.54ug/mUcEL T, 8 R
%130.54g/mlTH > 7z, BIFMIELLIT 2 RERMET13.0
%TH 72,

COEKBNERIT A —F %KD B L, TyliiFEk,
mFE £2.5280, AUC (3RE/AKTL.66pg h/ml, I
#11.59ug-h/mlTH -7z,

2) MRAENRE (Fig.4)

BO4%51% 2 BRICHIE L2 IRARSNBE D BRS *
Fig. 4 ISR L7z, SHREBARMRICI20.72~2.53ug/g DB
TTRER A L, FHRE > R > BREEHEE > iR > Ak
JETH -7z, BBERAEENI20.01~0.82ug/g or mlDAHE:
WBEHGEEA I NT, BME > ITEERME > EIREE >
WS IKEEDIETH »72, MFBEIZ2.03ug/mlT
Holz, PE- THHREHELE I ZMFRE IS T
BiavALH beht, BRERAEZLEREN1/2.5
~1/1TDBTTH -7,

3. EEERA

BRI Table 2 I/RL72@EN TH 5,

FEF 1 ~ 4 IZBIRR T S.aureus, Staphylococcus
epidermidis I I N7z, A#100mg1 B 3[E, 551
Hilizi 1 ®1200mg 3 mI3%5- LT, 1HIicEs, 3BIcHRD
DBERNZ btz

AERI 5 ~ 1013 KRBT, RIBOFRK, HikLOmEH
272, S.aureus, S.epidermidis 5 & UF Enterococcus
Jaecalis HRE I N2 H DT, 1E100mg S 72{3200mg, 1

Table 1. Antimicrobial spectrum

(pg/mb)

Organism No. of strains NY-198 OFLX NFLX

H. aegypticus 4 1.56 0.78~1.56 1.56

M. lacunata 7 <0.2 0.2 ~0.39 <0.2
S. pneumoniae 8 3.13~6.25 1.56~6.25 3.13~6.25

C. diphtheriae 4 0.39~6.25 0.39 0.39

N. gonorrhoeae 1 <0.2 0.2 <0.2
S. haemolyticus 2 1.56, 6.25 0.39, 1.56 1.56, 3.13
S. viridans 2 0.78, 1.56 0.78, 1.56 1.56, 3.13
S. aureus 4 0.78~1.56 0.2 ~0.78 0.78~1.56
P. aeruginosa 2 1.56, 3.13 1.56, 3.13 0.78, 1.56

S. aureus 209p 1 0.78 0.39 0.78
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Fig. 2. Sensitivity distribution of P. aeruginosa

A 3EMIRELHT, 3HICES, 3HICHNTH 7,
FEFIL1~ 170K K13 S.aurens I 1, 1
100mg % 7213200mg, 1 B 3[EIEES-LT, SHlCHS, 1
FliceoA%, 1FMENTH 72,

Fig. 3. Aqueous humor and serum concentrations

of NY-198
Concentration (xg/g or uzg/ml)
Tissue 1.0 2.0 3.0 4.0 5;0
Lid 252
Bulbar conjunctiva [ 1220
Extraocular muscle [ J253
Cornea —Jo0.72
Sclera — W E
Aqueous humor [30.28
Iris and ciliary body [—0.62
Lens J0.01
Vitreous body 00.02
Retina and choroid [ 0.55
Optic nerve L Jo.82
Serum 203

Fig. 4. Mean ocular tissue concentrations of

NY-198

n=2 (Rabbit eye 20mg/kg p.o. 2h)

FEFI18~ 29 HEMRTER TH 5, IRFEEBLER S W H
& S.aureus, S.epidermidis, Haemophilus influenzae,
Serratia marcescens, Pseudomonas cepacia e ¥ 75

LB, BB R I N, ERUKIC L B IRERKE
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Table 2-1. Clinical results of NY-198

No. | Name |Age Sex Diagnosis Eye Organism dl?)as‘ialge Duration ’Eggil Clinical Side-

(mg) (days) (g) Effect | effects

1 K.Y. | 41 - M | Blepharitis OD | S. aureus 100x 3 4 1.2 +H —

2 | K.M. | 54 - M | Blepharitis OS | S. aureus 200%3 12 7.2 + —

3 | K.S. |46+ M | Blepharitis Both | S. epidermidis | 100X 3 7 2.1 + -

4 | T.E.|71-M | Blepharitis O D |Anaerobes(GPR)| 100X 3 7 2.1 + —

5 |s.1.|se.M |External lop s aureus 100x3 | 7 21 | # | -

6 |[M.M.|70-M E"ht:r‘g:(')lum OD | S. epidermidis | 100X 3 3 0.8 + ISJ::&SS

7 | T.y.|78.F |External o\ op | E faecalis | 200x3 7 a2 | # | -

8 | Y.H.|4z.F |External —lop |5 epidermidis | 1003 7 21 | + -

o |R.Y.[17.F |Extermal ) og =) 100X 3 7 21 | + -
10 |H.K.|28.F |External | gog =) 100%3 7 21 | + -
11 |M.U. |48+ F | Meibomianitis | OD (=) 200X 3 10 6.0 + -
12 | T.I. |46+ F | Meibomianitis | OD (=) 2003 10 6.0 + -

* 4+ ! Excellent, + : Good, * : Fair, — : Poor
PR L 7Zeh75, AR% 10]100ngF 7213200mg, 1 H 3 [ 272,

%5 L2, 7HIIREESBATTRIIRER & 7 ) BRI
TR L7z, B&RY 4FICizReReB %, 1HIIESORBRET
Ho72

EFIS0IFEANERT, BAE MR IERDMEFBORRK,
EiE* A Loz, 1 H600megs 315 L T BMEERD
BEHAH LI,

FEFI3LI3 ARGRME TG GPR it & sz, 1 H
300mef% 5T, ABNSBERIZHEEL THEMCIER L,

FEFI32~ 353 AMEERE T, B, mzfvABcR
EnAh LN, 1% atropine % SR L TAH% 1
[B1100mg % 7213 200mgMNARE LT, 7~ 8 HERET 3
FICIZAEREIZERL TER, NI 1FIIIIRRH
MOERTH -7,

LIk, 2355EflnkER %2 —tEFRT 5 & Table 3 &
Ik, ERha, A2, RRBEMT. Eh2 DRUR
T, F%, AHAOET26HIE Y, BHERIL.I%TH

EMERE LT 1M GEFI6, 703 1, AHIAARA
6 REA A b7z nf, PIRRAGE L CERIEIZERL,
BERTRIIPRIZIEE L7, FOHT VX —RID%
Ei3AH o7z,

WA AR RO\ T Table 4 iSRL7,

75 LABMERE T3 S.aureus DK RIZ60.0%, S.
epidermidis DZEIULTS 0% Th 12, 75 LERKRE
T3 H.influenzae 1 BRH54%, FERBEH 1 BRIIAET
Ho72,

m £ &

Llk, NY-198DERBHISRN DI > TR bl
7B ERR Y & SRR 2, fERD=2—% /1T
V& HBRRET L T AV,

AR 5 ABME, BMEICRCITEARZ v
BMOITEEEEA L, FOERBERHENTS 210, fLE
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Table 2-2. Clinical results of NY-198
Daily . Total |Clinical| Side-
No. | Name |Age Sex Diagnosis Eye Organism dosage Duration dose
(mg (days) (g) Effect | effects
13 | R.W. | 22. F | Meibomianitis | OD (=) 200%3 10 6.0 + -
14 | Y.O. |31- F | Meibomianitis | OD (=) 200% 3 7 4.2 — -
15 | M.H. | 59+ M | Meibomianitis | OD | S. aureus 200% 3 14 8.4 + —
16 | Y.T. | 62+M | Meibomianitis | OD | S. aureus 100%x3 10 3.0 + -
17 | T.O. | 32.M | Meibomianitis | OD (=) 100x3 7 2.1 + -
. Chronic . ..

18 [ Y.S.|71:F dacryocystitis OD | S. epidermidis | 100X 3 7 2.1 + —

Chronic :
19 |M.K. [42-F dacryocystitis OD | P. cepacia 100x 3 7 2.1 + —
20 | S.s.|81.F | Chronic OD | S. epidermidis | 100x3 7 21 | =+ -

T dacryocystitis ’ ) -
21 | S.K. |71.F | Chronic 0S =) 100% 3 7 2.1 + -
e dacryocystitis : -

Chronic :
22 I.H. |55« F dacryocystitis OS | P. cepacia 100%x 3 7 2.1 + -

Chronic
23 | T.O0.|53.F dacryocystitis OS | S. marcescens | 200x3 7 4.2 + —

Chronic ;
24 | S.K. |47 F dacryocystitis OS | H. influenzae | 200X3 7 4.2 + —

* 4 : Excellent, + : Good, * : Fair, — : Poor

YOBEREFRCHT IMBENEZREL AL
U3, OFLX,NFLX LBERE L W X~ ML ES
BHERL EERDEED S.aureus208kDEZF 012
0.39~1.56ug/mlicd 1), = HUZRIBHCHRE L7z OFLX
& NFLX L DOFRICHT B 5D TH o712, 72, Paer-
uginosa0BRIC DV TI31.56~12. 5ug/mDEZ A1
#RLT, OFLX i28flL NFLX & W EBZFMTH -
72

5350 A AL FEZ B LIC BT 2HEY Ky
T LODLEERHC L UE, S. aureusT648%130.1~
>100ug/mic/i{ A7 L, 0. 78ug/mUc AR DA H -
T98%%*3.13ug/miLI T ic B 2R L 72, # L TOFLX
& NFLX DFRICHHTHHNT, FAELDBIEL
NIZHEUL T ARLEEEHC X 2 P aer
uginosa565BkDIRIT T3, <0.05~>100ug/mlicdH -
T, 1.56ug/mlic peak #7~"L, 90%%%6.25ug/mUA T
IO 2 R L2, S OFLX Bl 54t NFLX

INBIBEREDHBTHY, FE L L2 FHEDERH
2 bz,

AR OB %DM 7 & I BRI ~DBITHS
BETHBIEIHLNT WS,

FLE L HRRE R TIRABITOEMEICOWTRITL
e AT Eud, 20mg/keR04%5 L THIFAKAN 2
B4 peak f#0.33ug/mINBITRE R /RL, FiLtbid
13.0% TH 72, FhE LHTTICHE L7z OFLX /R
RT3, R RIC20mg /keiR MR 5- L T 2 BERIT0.34
#g/mlDFTFE/KN peak E L 8.95%NDFMLLTH - 72,
f£- T, NY-1987 BBk #1Ti3, peak (B X
OFLX IcEll¥ 7%, B3 & D &E®2RL, T4%b
H NY-1980 A RIFABRABIT 2 RTERTH - 72,

ARAEMR PR 3% 574 2 BRRIE T, SMAREBARERICI3
0.72~2.53ug/g, ARERPIEBICIZ0.01~0.82ug/g or ml
DBATBED A ED LN,

LIk, NY-198i3E{ER % & NS BABITORER >
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Table 2-3. Clinical results of NY-198
Daily . Total |Clinical| Side-
No. | Name [Age Sex Diagnosis Eye Organism dosage Duration dose
(mg) (days) (g) Effect | effects
Chronic . L.
25 | K.S. |64 F dacryocystitis OD | S. epidermidis | 100 X3 7 2.1 + -
Chronic . .
26 |M.K.|19-M dacryocystitis OD | S. epidermidis | 100X 3 7 2.1 + —
27 | T.O. |53« F Chronic OS | S. marcescens | 200%x3 14 8.4 + -
e dacryocystitis ! . -
Chronic
28 1.Y.|8¢-F dacryocystitis OD | S. aureus 200x3 7 4.2 — -
Chronic . .
29 | K.S. |65+ F dacryocystitis Both | S. epidermidis | 100 X3 7 2.1 + —
30 | M.H. | 72+ F | Canaliculitis &) 200%3 14 8.4 + —
Corneal
31 | Y.K. |[42-M infiltration O S |Anaerobes(GPR)| 100x 3 7 2.1 + —
32 | F.T. |41+ F | Corneal ulcer OS | S. epidermidis | 100 X3 7 2.1 + —
33 | K.K. | 78 + M | Corneal ulcer 0S (=) 200%3 8 4.8 + -
34 I1.H. |64 +M | Corneal ulcer OD | N-F GNR 2003 7 4.2 + —
35 | K.T. | 60+ M | Corneal ulcer oD (=) 2003 7 4.2 + -
* H ! Excellent, + : Good, = : Fair, — : Poor
Table 3. Clinical effects of NY-198
Diagnosis I\ig's e‘;f Excellent Good Fair Poor iftiec(tz/zl f ness
Blepharitis 4 1 3 100
External hordeolum 6 3 100
Meibomianitis 7 5 1 71.4
Chronic dacryocystitis 12 7 1 58.3
Canaliculitis 1 1 100
Corneal infiltration 1 1 0
Corneal ulcer 4 3 1 75.0
Total 35 4 22 7 : 2 74.3

5, BREYUEICK L T2 ICBRREI R TE 20D
EEZ b,

BSPRIIZ (X S.aureus, S.epidermidis, H.influenzae
WEDTF LB, BT L TG RIS 1
ToHRRRAR, FRIE, BRARIRA, MBIEIREER, RAVER,
AR, ARREDZEFIC OVWTRETE N, AH
% 1[100mg$ 72(3200mg, 1 B 3[E% 3 H~14HRLSE

LT&35pIdhEsh 4 B, Axh22f), /% 76, &3
2BIDBL 2 b T2, BEIFEIIES, ARAEHET26
Fl, 74.3%TH-7,
LEEFODHRBPEERERIZ 53T, FSh 9 Fl, HR33
B, A% 8K, EHIHT, 79.2%NEHMETH-
72
BHERICOWTIZ, FL& HI335fI 14 (2.9%) IF
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Table 4. Bacteriological response to NY-198 in isolated organisms
. No. of . Eradication

Isolated organism strains Eradicated Replaced Unchanged Unknown ‘ rate (%)
S. aureus 6 3 i 1 5 2 60.0
S. epidermidis 9 3 | 1 f 5 75.0
E. faecalis 1 1

Sub total 16 6 2 8 | 75.0
S. marcescens 2 2 \
H. influenzae 1 1 | 100.0
P. cepacia 2 1 1 0
N-F GNR 1 1 0

Sub total 6 1 2 3 33.0
Anaerobe GPR 2 2

Total 24 7 4 13 63.6

BAA LD LN, the 25th Interscience Conference on Antimi-

SEEFONDL25465EHIP T3, 8861, 3.46% T, ¥t
BERHUEFIT D - & b £ L, K THRMRERIER22
BITH 72, TVNLFXF—RERIZ8HlicA LD LN,
BHRRER I TH62&) THF vy BKEFTH-
72

BoEN=a2—%/ v LRI Z DR RERERICH$ 55|
fERMER N, & ICHREREAR L OFRICE DV RER
BEIBR LD Eh s, BREEETXETH D,

PlE, NY-198ic2 X2FLY b A%RaT L TR S5k
0, ERREGEED 6, AAIIBTERBAECRS L TH
AUOBEWEOMERTH b L E2 L,

X 3

1) Hirosk, T.; E.Okezaki, H.KaTo, Y.ITo, M.INOUE
and S.MITSUHASHI : A new antimicrobial agent
of quinolone, NY-198. Program and Abstracts of

2)

3)

4)

5)

6)

crobial Agents and Chemotherapy : 195, Minnea-
polis, 1985
Hirosg, T. ; M. INOUE and S. MITSUHASHI : Anti-
bacterial activity of NY-198. Abstracts of the
International Symposium on New Quinolones :
36, Geneva, 1986
NakasamMa, M.; T. UemaTsu, Y. TAKIGUCHI, A.
Mizuno, M.Kanamaru, A.Tsuj, S.Kuso, O.
NacGaTA, E.Okezakl and Y. TAKAHARA : A new
quinolone, NY-198. Program and Abstracts of
the 26th Interscience Conference on Antimi-
crobial Agents and Chemotherapy : 175, New
Orleans, 1986
KAER, b REREIRICE T2 DL-8280) 3 8ERY,
BapRATRat, Chemotherapy 32 : 1050~1055, 1984
KAEX  $x/ v RoBEK 7.0FHRLLE
Medicament News. : 1165%, 1986
#350 B A {LEFEELEBE, HELVRY VA
(3), NY-198, B%f¥], 1987
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BASIC AND CLINICAL STUDIES ON NY-198 IN OPHTHALMOLOGY

Masao OoisHi, Fujio Sakaug, Akiko Oomomo, HirosHI Tazawa
and Mariko Motoyama
Department of Ophthalmology, School of Medicine, Niigata University, Niigata

In our studies, NY-198 — which has an antimicrobial spectrum similar to that of ofloxacin (OFLX) and
norfloxacin (NFLX) — showed antibacterial activity against both Gram-positive and -negative bacteria.
MICs for 20 strains of clinically isolated S. aureus and P. aeruginosa were 0.39-1.56ug/ml and 1.56-12.54g/ml,
and peak MIC values were 0.78ug/ml (14 of 20 strains, 70%) and 3.13ug/ ml (10 of 20 strains, 50%) respectively.

NY-198 in a dose of 20mg/kg was orally administered to rabbits and the concentrations in aqueous humor
were determined. NY-198 showed a peak concentration of 0.33xg/ml at 2 h after administration and declined
to 0.154g/ml at 8 h.

The ratio of peak aqueous humor to serum concentration was 13.0%.

Also, peak concentrations in ocular tissues were determined 2 h after administration, values being 0.72-
2.53ug/g in the external and 0.01-0.82u.g/ml in the internal ocular tissues.

Thirty-five patients with blepharitis (4), external hordeolum (6), meibomianitis (7), chronic dacryocystitis (12,
canaliculitis (1), cormeal infiltration (1) and corneal ulcer (4), (caused mainly by S. aureus and S. epidermidis)
received orally 100mg or 200mg 3 times a day. NY-198 was significantly effective in 4 cases, effective in 22,
fairly effective in 7, but ineffective in 2.

There were no adverse reactions except 1 case of sleeplessness, which symptom disappeared when treatment
was terminated.



