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ABEKE-NHEEA - ZAFA-REKX &H-
EOLEHR-BE _B-HNEX-A
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m&E A
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NSRS TH LRI N X/ 0 ANVK U BRABREONERTH 5 NY-198ic>
WTHE N7 & UNC PRIR 3R 1 X3 2 BRERRUIRET 2 1T % W AL T DR £ 15872,

1. HEER SRR 5 NY-1980%i8 /1% ciprofloxacin (CPFX) , ofloxacin (OFLX) ,
norfloxacin (NFLX), enoxacin (ENX) & H#U 7R, Staphylococcus aureus, Escherichia
coli, Klebsiella pneumoniae, Serratia marcescens, Proteus mirabilis, Pseudomonas aeruginosa
¥ 9difE I T B AH ) MIC (3, (31 NFLX & 2\Wi3 OFLX BT 2D THY, CPFX i
3L - Tz,

2. BERBA 2L V8L Chlamydia psittaci 3 & U Chlamydia trachomatis 1E¥ekk B.
E. L #icxi3 3 MIC 130.78~1.56g/mlT» Y, minocycline (MINO), doxycycline (DOXY)
& D% %t erythromycin (EM) 1ZIZIZICET 2 BEETH - 72,

3. PRIRZSRRYLRE45HIC 1 [M200mg (1#10A4100mg) 1H 2 ~ 3 [EdH 523 1 El300mg 1 B 2 Bl&F
PR T2~ 17HRHS S L72&EER, SRHETTRETH > 724261, E3h4, Fxh29, 0B #h5, &4 T
BRERIZITR.6%TH -7z,

BERIZ, BT, 58f, 77778 RELEHM (6.7%) TEZDLNIFWTRIEELLD
Ti37%e{, BFRREMEREIZMWIC GOT 5wz GPT nBE ER., 1HIICHEREREE 23BN A
Th-712,
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NY-198i3 L EES EBRR M TR I N RO ER
T, #0{LEHEEI Fig. 1IcRTml, ¥/ 0 A 0K
CEPEABHBL LTI FAE, 641, 8fIicY
Y B LIS TRIZ3- A FALERSF Y ) EERLTW S,

ARIBRERICERL, RAEE2 AL 7 ABKEHE,
77 LRI L TARBEZMER R P74 L#EN
HEEE AL T, BroXAREHE IR L TLE
NWENEAEL T 3Y, 6 IEAENERICELTD
M rp A 6 ~ 8 BEf & & { FMB~DOBITH RIFT
b0, BEROAAELZNFELEIENTHILEILN
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F, COOH
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Fig. 1. Chemical structure of NY-198

52,
AER 212 NY-198ic D\ T A REERR BT 7 & U
i< chlamydia (23§32 MIC 28IE L, DRURsSELER
EERRE L THEEKNADE L b e RLEIOVTR
HETLWETOMREBL-OTHRET 2,

I HRE=*

1. mEh

SER BRI IER 28D Staphylococcus  aureus, Es-
cherichia coli, Klebsiella pnewumoniae, Serratia mar-
cescens, Proteus mirabilis, indole positive Proteus
sp., Pseudomonas aeruginosa, Pseudomonas cepacia,
Acinetobacter calcoaceticus T 2, MIC DFIEIZA
AL R E S EEEE TRV, pHT.20) Mueller-
Hinton agar % BV 72 FARBERREEIC & 0 1770\, RIRFC
ciprofloxacin(CPFX), ofloxacin(OFLX), norflox-
acin (NFLX), enoxacin (ENX) » MIC ##iE Lk
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Table 1. Susceptibility of various clinical isolates to NY-198 and related antibacterial agents

Anti- | No. of MIC (pg/mD)
Organism biotic | Strains
tested [<0.025 0.05 0.1 0.18 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
NY-198 5 21 7 7 4
CPFX 3 27 10 4
S. aureus OFLX 44 3 27 7 5 2
NFLX 1 22 9 3 7 2
ENX 5 24 3 6 6
NY-198 3 26 8 3 2
CPFX 38 2 1 1
E. coli OFLX 42 9 2 24 6 1
NFLX 7 27 6 1 1
ENX 2 16 23 1
NY-198 15 23 4 1 2 3
CPFX 6 29 5 4 1 2 1
K. pneumoniae |OFLX 48 1 2 30 12 3
NFLX 27 13 3 1 4
ENX 7 32 5 1 1 2
NY-198 1 30 14 4 1
CPFX 11 30 8 1
S. marcescens |OFLX 50 5 36 6 2 1
NFLX 1 22 19 6 1 1
ENX 5 36 6 2 1
NY-198 1 20 22 5 2
CPFX 10 27 10 3
P. mirabilis OFLX 50 5 26 15 4
NFLX 3 28 9 8 2
ENX 13 27 8 2
(IS]Y—IQS 4 1 15 4 1
Indol 1t1 PFX 13 9 3
e positive OFLX 25 15 9 1
Proteus sp.  |NFLX 2 12 8 2 1
ENX 5 16 4
NY-198 10 22 7 8 3
CPFX 2 7 22 12 5 2
P. aeruginosa |OFLX 50 1 9 22 12 6
NFLX 10 21 10 8 1
ENX 8 15 11 13 3
NY-198 4 6 2 6 8 3 1
CPFX 2 5 4 4 8 6 1
P. cepacia OFLX 30 2 7 1 9 1 7 1 1 1
NFLX 2 1 6 4 3 12 1 1
ENX 3 4 4 5 5 8 1
NY-198 1 2 22 13 2
CPFX 1 17 18 4
A. calcoaceticus| OFLX 40 1 12 20 6 1
NFLX 1 2 13 17 6 1
ENX 8 21 10 1
KL, chlamydia ##:88 L TRYROLt%, SREHARILEML

Chlamydia ic x4 2 48 /112 Chlamydia psittaci
MP ik BERB AL o2 L V8L 38 Chlamydia
trachomatis B.E. L¥kic >\ T MIC 2 8lE L72, BE
&3 culture dish well i210% FCS &8 MEM #gity
THEL-BB LAKIC, &4105~10°IFU/well

CO M4 v % . R—2 —NTI6~480FM I E% C
psittact 13X L ¥its, C. trachomatis 133 — M %
T, HAGRERD A L WBAERIRE 2 MIC
EHEL,
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Table 2. Antimicrobial activity of NY-198 against Chlamydia

MIC (pg/ml)
Drug

C. psittaci C. trachomatis
NY-198 0.78 ~ 1.56 1.56
NFLX 3.13 12.5
OFLX 0.78 0.39
CPFX 0.18 ~ 0.39 0.78
EM 1.56 0.78 ~ 1.56
MINO 0.025 > 0.025 >
DOXY 0.025~ 0.1 0.025 >
RFP 0.025 0.025 >
Inoculum size 105~10¢ IFU/well 105~10¢ IFU/well
Test strain MP strain, 3 isolated strains B. E. L. strains
Host cell L-929 cell L-929 cell
2. ERERRYRREY NFLX B L2 BETH 52 CPFX k D ETF%-

AFIEBEESIZ4FI T EONRIE, BUHAETXLR?2
B, Bk 45, TEXGIRELS], BERER1M,
MiSHE 4 B, ZDfbIERIREESE 7 6, FH45BITH
2, FRDMII18~BIETHIST.6TH D, HAIIHT
215, F2UHITH B,

HEHRIZ1E200mg (15D A100mg) 1 H2~3EH 3
Vi3 1[01300mg 1 A 2 m#%5-T 2 BA L &K 17H R
L7,

BRIRZNRIS, R#, W, BRLEOBMEEWR B
UHaiB X 5 H, #ikfE, CRP, AMmikikze ¥ RER
DREDERE Y L UICEREERNEEICELY, FX,
B, B, BN ABRBETHE L, RIRFCAH]
BERRR DA MR, AT - BREOELICOWTHR
B AR

I B &

1. #EH

EERBEDS. aureus 44%%, E. coli 424k, K. pneu-
moniae 48tk, S. marcescens, P. mirabilis, P. aeruginosa
£508k, indole positive Profeus sp. 25kk, P. cepacia
308k, A. calcoaceticus 40BkIZx3 % MIC {3 Table 1
IR L72,

S. aureus \Zxt ¥ 2AHD MICHE—7130.78ug/
mlT NFLX, ENX A% T4 "), CPFX, OFLX 21
BREES S,

ZDME. coli Ti30.1ug/ml, K. pnewmoniae, S.
marcescens, P. mirabilis, indole positive Proteus sp.,
A. calcoaceticus T130.18~0.39ug/ml, P. aeruginosa
Ti31.56pg/mliz MICH ¥ —7 #88%, 1313 OFLX,

T,

Chlamydia izx$¢ 2 MIC i Table 24zRm3my,
C. psittaciixt L TI30.78~1.56ug/ml, C. tracho-
matis\Zx L Ti31.56ug/mMICZRLTEDY,
NFLX DN T 35 CPFX X ) %% 3%, Eryth-
romycin (EM) & (212 R % T & % #* minocycline
(MINQ), doxycycline (DOXY), rifampicin (RFP)
IZIID AN LB TH %,

2. EEpReYRRET

ARMERIEFIOER, 15, BUIERITE, HEKE
%, S, 58, {5 ES IUERDE WEY
FIRhRHEN—% Table 3ITRL7Z,

Table 4 I[ZIIZWFHEDTHE T H - 72425 NEZHKE
BDEERSRE L O TRLY, 426ihEsh4H, F
295, B 5B, Eh 4 FITHERETE.6%TH-
7o EBAICAZ & BURERRD 2HITI 1A, WX
D 3FITIE 2H, TAEZILIREE D145 Ti3126] (85.7
%), BEFEXRDOUBITIZLIF (78.6%), MiHEN
4HITIZ 2, ZDMDOIPIRIFBGEE 5 FITII2BIE
S LR A LT B,

MBI EFEDERERIZ200mg 1 B 3 [ T77.3% (22
Bl 17BI= A%, 300mg1 B 2 ET75% (8 6 BlA
%), 200mg 1 B 2 [FT81.8% (114 9 FIER) TH
N, FICIRGENICERZIBD Likh -7z,

AR GFIC BT BRI EE Table 5 1TRL
720 S. aureus I3t Y BBREEIEAG0% L OREETH
~72%%, Streptococcus pneumoniae, Haemophilus in-

Sluenzae e ¥ % { DEITH L T100%DREMEHED
b, P. aeruginosa \Zxt LT 71.4% & lLBiE B
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Table 4. Overall clinical efficacy of NY-198

Number Clinical evaluation Efficacy
Diagnosis of rate
cases Excellent Good Fair Poor (%)
Acute bronchitis 2 1 1 50.0
Pneumonia 3 1 1 1 66.7
Bronchiectasis 14 3 9 1 1 85.7
Chronic bronchitis 14 11 2 1 78.6
Pulmonary emphysema 2 1 1 50.0
Others 5 100
Total 42 4 29 5 4 78.6
Table 5. Bacteriological response to NY-198
Number Bacteriological evaluation Eradication
Organism of rate
strains Eradicated Persisted Replaced (%)
S. aureus 4 1 2 1 50.0
S. epidermidis 1 1 100
S. pneumoniae 2 2 100
K. pneumoniae 2 1 1 100
E. cloacae 1 1 0
P. aeruginosa 7 3 2 2 71.4
X. maltophilia 1 1 100
A. calcoaceticus 2 2 100
H. influenzae 10 8 2 100
B. catarrhalis 1 1 100
Total 31 20 5 6 83.9
HshEHERD bz, D, PUKREERAZAE T 2ME—DROHERTH 5.

BUERNZ 3BliCBH LN, ZOWRIIRE, 75777
Bh 15, BRNA 14, 1ER - e, 5B, 7777
BA1HITH), 1[E200mgl B 3EEEHMH 26, 1 H
2EEHIH L BITH B, WTHOERL LNTIIRS,
BRIk 7213 THRE B ICREL T 5,

BRI I3 Fig.2, 3ondml, 1HIicH
HuEE, 460ic GOT 53 GPT DRE LR 232
DRDATHY, ZOMAF - BiEE, FAHMEE TAH
kB EEZLNBRERRDLNLL 2,

m £ %

NFLX ic#F 2 nwbW b =2 —%/ o L RIIPE X
RZ M AL LHBENIZIZ O TENZLDTH,
methicillin-resistant S. aureus (MRSA) * &t
7 B ERE D HEKIREIC E TRAWITEESE 2 A L TE

NFLX®LIk# < 13 OFLX%, ENX®& 5z CPFX®
ZoWT, & U TIPIRIIEGAEIC A 5 BRI £ 17
HWEDOEBHICOWTEHRE L TE R, 47 NY-198
I3PTE /113 NFLX, OFLX (33 RIZETH ) CPFX K
RRg Bht, MARERIN 6 ~ 8 Rl & &<, BiFLH
BB G, EBRET 7 R BYSE IR S 5 BB
Byfn=2—%/ o Al UEBRHRERL TS
0, BREEIMEITREINT VS,

Bz AR U7 BaR AR T3, PR 2By 456
chh A AUATRE T B - 72 426U 4 B, BEN29BIT
HMET8.6% Th -7z, BcBHAEZROTE R
FE7e VB M SRR T78.6% ~85.7% L BN ES
EHBLN TV D, X 5ICHIERIIERETI383.9%NK
HEPRLTBNELFHELEBL2 LD EER b5, &
IR 7 Blh 3 FATNEER, 2HICERRANALNTE
N71.4% L ECREREZRLTW 25, 2ELHICES
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Fig. 2. Laboratory findings before and after NY-198 treatment (1)
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B TR ARDBREIRII80% L BN T 727, KHIRE
A LTI333.9% LEBETH Y, HIRBIBLICH LTI

quinolone. Antimicrob. Agents and Chemother.
31 : 854~859, 1987

ABE HIHSR, BIFEL CRHILETHS, DR A IR PR Wk v R4
BHER L ASPR 381 (6.199) RALREOATHD, i :%%A@'mm% b EE
WENLEEZ LD TR A, 2EEFTL2,546fH EOE I Ak T F FAE SEAE: AM
88l (3.5%) tILBUMERTHZ, T7151B8+ 5 SRy - BRIV, Chemotherapy
FOM=2—%/ 0 RITRTA 74 ) ¥R T R 29 (S-4) :335~342, 1981
4 FRIGRETER 7 & L 0 drug interaction RIS 4) BBME, ZAFA, NEEE BBKE JIBRE
LoTwah, S EOARIITAT7 1) v DB B, i 1, ESOEMR, AT ER: DL-8280icBi¥
BETIRLALTA 7 4 ) v OMPBE B BI3 % B HEBIBTR & £ & L TIHRIEGAE I 5 B
ALEORE o RATHREBBIE, Fri- LR %, HEE, BSHE | AT-22660> K080 BORHY
RaERH L TROAM L LT DO TRWHAE L +57% 5%, Chemotherapy 32 (S-3) : 554~561, 1984
RS RIERITH D LEZ LU, 6) —AEA B B B EARE BB
BR, BNIEMR, MEBHCE, 318 0 BAY 09867iC
X 73 B3 AEEARAIIRE—E & L TIHREBYSEIC T 58
WE b IR 2HDRE—, Chemotherapy 33 (S
1) Hirosg, T. ; E. Okezaki, H. KaTo, Y. ItTo, M. -7) :475~485, 1985
INOUE & S. MITSUHASHI : In vitro and in vivo 7 BIBAE TAEA, ESLER  BOREROBHR

activity of NY-198, a new difluorinated

BY, Prog.Med.7 (supple 1) : 2157~2165, 1987

NY-198 IN RESPIRATORY TRACT INFECTIONS

RiNzo Soejima, HirosHi Kawang, YosHiaiTo Niki, SusuMu Y acl, CHIKARA NAKAHAMA,
MasaTtosHt WATANABE, Ji1Ro Hino, YosHiHISA Nakacawa and MaAsaru Sumi
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School, Kurashiki

Bacteriological and clinical studies of NY-198, a new quinolone derivative, were carried out and the following
results were obtained.

1) Antimicrobial activity of NY-198 against various clinical isolates was compared with those of CPFX,
OFLX, NFLX and ENX. The activity of NY-198 against 9 bacterial strains including S. aureus, E. coli, K
pneumoniae, S. marcescens, P. mirabilis and P. aeruginosa was almost equal to those of NFLX and OFLX, but
somewhat inferior to that of CPFX.

2) The MICs of NY-198 against C. psittaci strains isolated from budgerigars kept by patients and C.
trachomatis B. E. L, standard strains, were 0.78-1.56g/ml, which were almost equal to those of EM, though
inferior to those of MINO and DOXY.

3) Forty-five patients with respiratory tract infection were given 200mg (100mg in one case) of NY-198 two
or three times a day or 300mg two times a day for 2-17 days. The efficacy of the drug was evaluated in 42 cases:
it was excellent in 4, good in 29, fair in 5, and poor in 4 cases, with an efficacy rate of 78.6%. Side-effects were
observed in 3 patients (6.79%) who complained of nausea, vomiting, headache, wooziness and eruption; but these
symptoms were very slight. Abnormal laboratory findings observed were: slight elevation of GOT or GPT in
4 cases and eosinophilia in one.

From these results, we conclude that NY-198 is an extremely useful and safe oral antibacterial agent for the
treatment of respiratory tract infections.



