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NY-1980 R, ERPREIRET

BOEM-REFHE-AALEKZ
mAEH LCLHREZ
NHMREE—AR, EREMRERE

ML CBARINAEY) FUANKRUBREOWNHEEKTH 5 NY-198I2\T, B0, ERERat
21107,

1. EBERSEERICHT ANY-198DE h # MIC,, TA % &, Staphylococcus aureus 0.78, En-
terococcus faecalis 6.25, Streptococcus pneumoniae 50, Escherichia coli 0.39, Klebsiella pneu-
moniae 0.78, Enterobacter cloacae 1.56, Enterobacter aerogenes 0.39, Serratia marcescens
1.56, Proteus mirabilis 3.13, Proteus vulgaris 0.20, Citrobacter spp. 0.78, Pseudomonas
aeruginosa 6.25, %DM Pseudomonas spp. 6.25ug/mlTH 72, ZHSDHE /I ofloxacin

(OFLX) &0 b 1BRS, norfloxacin (NFLX) k) %% 5%%, enoxacin (ENX) X iifl&
T, pipemidic acid (PPA) &) iz 20BN LDTH -T2,

2. BEBRASBT3IEH NY-1980200mg % ZEHRFCHIR L 72 L 2D Mg NY-198RE 3Ty
ETHRRL. SREITRIC ] . 43ug/mIDEERAEHE 5 1, T % (8) 545, 7288, AUC $11.17¢g-h/mlTH
27, TN EDIWEE% T THOTFHREIRPHHIEII58.6% TH -7,

3. MiR3M, SHREXR 16, BHESEIROSUBE 46, BUHIEXR2H, SMHREKER
165, SYEMEER 4 5], IR 260, BHEBEER 1FIOFHSHFIC NY-198% 1 H0.3~0.6g,
3~6THREAL, EHS5H, BR8H, B 26, EHh3IH, BHEN.2%TH -7, BWEAE
ELTORRY 1FICRH N, HFEEEREMY 1 Flick bk,

FLIARINAE) FUANLK BROZONEE 0

THBNY-198iI3 Fig. 1 ILRT &S L HBEDLDTH
D, 6fLL 8fLic2 27 vy KREFHOE, 1fLicxF
NE, TRIZAFANERS O EEBETELNTH 3,
EDWERRY W VI35 2BNEY 675 ARME T
TELS, L2b, BENTRILHEBEEY S 5 &\
bRTWAY, /2, BORSIC L ) BEF 7 MAREH S
b, ZOERMIL6 ~ 8L B, MMBITLRE
T, L bRPISBO%IE S HRE LN F $HM I N B
twbhTwaY,

bbbz NY-198DBER MR 13§ 2 908 11 % W
EFTHLEbIC, RERANCHRS ¢ L 20 mEDE
BEHR B & R pHEIERIR 2 BE L7, A, NY-198
BRKEA L7 L 2 DBKNE L BHERANEEIC OV T
R¥L-DTHET 2,

I #HBLUHE

1. ERERAMEMH XN T SHBHAE
TMRZE—PRIABE BE D ZTEEERMEI» 5, £&
U THBAIG0E 1 A » & BBAI62E 4 H 2 TORJICHEE S

CHs
Fig. 1. Chemical structure of NY-198

NIEBRD b, Staphylococcus aureus 518k, Enterococ-
cus faecalis 48k, Streptococcus pneumoniae 8 ¥k,
Escherichia coli 49k, Klebsiella pneumoniae 498k,

Enterobacter cloacae 258, Enterobacter aerogenes 13
Bk, Serratia marcescens 28k, Proteus mirabilis 18
Bk, Proteus vulgaris 168k, Morganella morganii 2
Bk, Citrobacter spp. 2T#, Salmonella typhi 3 #k,

Salmonella paratyphi B 1k, BEE Salmonella 1 #,
Shigella flexneri 2 ¥k, Shigella sonnei 1 ¥k, Aer-
omonas sp. 1Bk, Pseudomonas aeruginosa 48k,
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Table 1. Background of healthy volunteers

. . Body
Height | Weight

Case Age Sex (cm) (kg) st(x;fza)ce
M.O. 40 M 171 58 1.67
M.S. 37 M 170 75 1.86
J.K. 33 M 166 62 1.68
Mean 36.7 169.0 65.0 | 1.74
+=S.E.| £2.03 +1.53 +5.13/+0.06

Pseudomonas putida 1 ¥, Pseudomonas cepacia 4
&, Pseudomonas maltophilia 5 ¥k, 7 ¥ IFEIEREEE
1BRDFHO2URIC DO W T, BALFERER LRk #
UTNY-198 8 & Ust 8% & L T D norfloxacin
(NFLX), ofloxacin (OFLX), enoxacin
(ENX), pipemidic acid (PPA) OB/ NEERLIIEE
(MIC) 2E L, %8, BlESEHICIII2—5—k
v bR (BBL) 2L, BEHKIISZER
ER7A3y (BAK) 22— RHEHEER REER
BEHETLMEICHERL72D (Inoculum size : 10°
cells/ml& #R) 2V, LU, S pnewmonize 7
BAICITBERS I RBUSHEM 2 5 %icimL, BEE
RICBTVAL Y o= 4V T7a—VarTL3Y

(P 12X 235%/E% (Inoculum size : 10°cells/ml
EFR) BRI,

2. milhE LURD NY-19805E & Rehykttseniz

Table 112RT & 5 2ARBRBMORIE 2 187233%
P HA0EDBERAF T 3 £ IR NY-198
N200mg (100mgH 7L X 2) 2HARRE, WARET, A
AR#%0.5, 1, 1.5, 2, 3, 4, 6, 8, 12Bic®5
mE ML, §EHL0ObMWEEFML 72, FREC, W
IRRTICERICHR 3, 20— HERTH L L b,
PRtk 8 REfl% £ T3 2 BRI, & & IC12mERIkIcHE
R3¥, ZORBEZREL DL, —8MEFRL:, &
NoDMES L URIZI NY-198BEHIER:F T—20C
IREL 2,

miFEP B & URP NY-198BERE AW ENER
HEALEERE (HPLCH) L 2L, 2hbD
WEEILACRERSEM R RBFSEAT CHEE S 2 FIEVIC &
o7, &<, HPLCE Tz NY-198n it e
FEL,

/o2 MES NY-198BE DRSO\ T,
two compartment open model ic X 5 ¥/ <5
A —F — kR E N _REIC X VB L,

3. ERERMELEWEROHSE

AR KEE—AFLS L CBERBARHC T IBRIGIE
9 A& HIEM624E 8 A 2 COMICIBEI Nk &

U AR BENIPRIBYRE 1561, RESBGAE 3 Floztg
Flic NY-198 %/ L 72,

NY-198 R, AR, ER L LT 1E100mg%w
L200mg#% 1 H 2 B& %\ 43 3 [H, KE30~60312AR
7z, BEMMIZER L LT3 ALLE, 14BRIREL
7%, 1BHEFITCIZ30BLL EOEIRERT A L b -
72

FERMEDOHEX BEEROWE L S X REERR
AR FIERPFANKE, BREDHER, HRRER
DIEFALL YT k-7, Thbb, HREERIEEL, &
MERFTROWE, BREDWHE AMEREMOETRL,
CRP mfetft, RILEAEREL EDTDLNL &

gL, LR 1BEALMCENTH 72L&
L7z, BREERRSRERFIROS 2RENKE
3A LY, BREIERELRY, BRREEN TS
SRIEFEYED Lo & TRRJ/ER L L,
INLDERIERDKE, RERFTRSCHERREED
EFE»BED Loz & TS L2,

MR ONEIEREOHR 2 THEARY BR
L, ZDERICK VTEHEEK), "ERD., TERE, TH
2, TRy LHELR,

BUERIZOW T, BEDFZ R L(HCLEDR,
IAEHHIRER MFE CRAIRE & ERRIC T, 2
DEALDFELBEL,

I & &

1. EERAMEEICHNT S NY-1980HEh

TR E PR BB DB R b 28R Wi
HERICOWT NY-1980 MIC 2HIET A &L bic, H
FCHilzE L72 NFLX, OFLX, ENX, PPA» MIC &
HgL 7,

S. aureus 518%Ti3, Fig.2D ki, NY-198i3100
pg/mELED 1kEB ¥ $2T0.39~1.56ug/mlic b

' Table 2. Susceptibility of S. preumoniae

(8 strains) to NY-198, NFLX,
OFLX, ENX and PPA
Inoculum size : 108 cells/ml (pg/ml)
MIC [=0.05 020 078 313 125 50 >100
Drug 010 039 156 625 25 100
i 4 3 I
NY-198 600 (875 (100)
114 2
NFLX {12.5}(25 0) (75.0) (100)
1 3 4
OFLX (12.5) (50.0) (100}
231 1
ENX (l}j) (37.5)(75.0) (87.5) (100)
PPA 1 1 6

(12.5) 250 (100
():cumulative percent
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(%) Inoculum size: 106 cells/ml (%) Inoculum size : 106 cells/ml
100 1 — 100 1 OFLX .= g
NFLX P
-~ s wl N NY198 . PPA
g ¢ '
[ L7
S 60 a 60t
g 0l S 40} i
3 ¥ 3 !
g g i
S 9 i S 2wt [/
R4 ; (ug/ml) 4 ENX ; (ug/ml)
MIC|=<0.05 0.20 078 313 125 50 >100 MIC|<0.05 020 0.78 313 125 50 >100
Drug 010 039 156 6.25 25 100 Drog 010 039 156 6.25 25 100
NY-198 4 41 5 1 NY-198 1325 6 2 2 1
NFLX 1 1828 2 1 1 NFLX 2329 1 2 2 1
OFLX 6 39 5 1 OFLX 2 36 6 3 2
ENX 1532 3 1 ENX 3 36 5 2 111
PPA 9 34 7 1 PPA 1523 6 5

Fig. 2. Susceptibility of S. aureus (51 strains)
to NY-198, NFLX, OFLX, ENX and PPA

Fig. 4. Susceptibility of E. coli (49 strains)
to NY-198, NFLX, OFLX, ENX and PPA

(%) Inoculum size : 106 cells/ml (%) Inoculum size : 106 cells/ml
100 100 -
2 8 £ 80 “PPA
2 I
(% [
o 60 o 60r
2 ! 2
g ; g
T 0 ".PPA ,__: 40+
£ J £
= ] 3
© 2 , O 20}
L i (ug/m)) g (ug/ml)
MIC[=0.05 020 0.78 313 125 50 >100 MIC|<0.05 020 078 313 125 50 >100
Drug 010 039 156 6.25 25 100 Drug 010 039 156 6.25 25 100
NY-198 1 242 3 NY-198 2 16 21 4 4 1 1
NFLX 1 1 9332 2 NFLX 1 6279 2 3 1
OFLX 1 7 36 4 OFLX 1 83121 2 3 1
ENX 4 2221 1 ENX 1 1327 2 1 1 3 1
PPA 15 33 PPA 1 2414 3 1 6

Fig. 3. Susceptibility of E. faecalis(48 strains)
to NY-198, NFLX, OFLX, ENX and PPA

N, ZDOREAH0.78ug/mlThH -7, =1t OFLX iz
184230, NFLX, ENX &9 b 1 BFSES,
PPA L) 3BiREBEN-HE N TH -7,

E. faecalis 488k T3, Fig.3mnk5iz, NY-198i3%
NT1.56~12.5ug/mlTH N, FDKEDH6.25ug/ml
Thol2, 2hiud OFLX i2 1 BkFE% % b ) NFLX &
IATAE T, ENX & ) R0RFEN, PPA &0 b 4 B
Ur@EnrfigmhThH -7

S. pneumoniae 8 ¥k T3, Table 20X i, NY-

Fig. 5. Susceptibility of K. pneumoniae (49
strains) to NY-198, NFLX, OFLX, ENX
and PPA

1981384512 .5ug/mIT, &Y (350g/ml& 1004g/ml

EHo5Twi, SHIZOFLX £ 2 ~ 3RS,
ENX 2345 30, NFLX L %@ h, PPA
$0 L ABRES BN BN TH -7,

E. coli 49 TI3, Fig.4 DXz, NY-198i39~T
25ug/mlLIF T, 0.10~0.20ug/mlh*38kk, 78% &-%
<, 0.39ug/mlF TR 5E90%E%Y, ENIEH
THh-72, LHL, 3.13~6.254g/mlic 4 Bk, 254g/ml
H1ERE MIC DRRAE WA 10%ICEBD LS, &
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(%) Inoculum size : 106 cells/ml (%) Inoculum size : 106 cells/ml
100 . - 100
a2
g w0 g 80} -
g “PPA 5
S 60 | & 60t
2 g
5 | 5
3 40 ,‘_;’ 40
: 5
3 a0t S 20}
. S, wemD L ‘. (/)
MIC [=0.05 020 0.78 313 125 50 >100 MIC |=0.05 020 078 313 125 50 >100
Drug 010 039 156 625 25 100 Drug 010 039 156 625 25 100
NY-198 1 1106 211 111 NY-198 212 7 4 2 1
NFLX 3 93 4 21 3 NFLX 13 4 8 1 1 1
OFLX 4 10 5 2 1111 OFLX 1 510 6 4 1 1
ENX 4 10 6 11 21 ENX 115 91 1 1
PPA 7 8 415 PPA 71431 3

Fig. 6. Susceptibility of E. cloacae (25 strains)
to NY-198, NFLX, OFLX, ENX and

Fig. 8. Susceptibility of S. marcescens (28
strains) to NY-198, NFLX, OFLX, ENX

PPA and PPA
(%) Inoculum size : 106 cells/ml (%) Inoculum size: 106 cells/ml
100 . 100
NFLX 7 /NY.108 -
£ 80 ; g 8¢t
5 / PPA 5
& 60 : 3 60
° ;
2 |oFLX i £
= 40 5 40t
g 5
S 20}t ° 2 .
i (ug/ml) J (ug/ml)
MIC|=0.05 0.20 0.78 3.13 125 50 >100 MIC|[=<0.05 020 078 3.13 125 50 >100
Drug 0.10 039 156 6.25 25 100 Drug 0.10 039 156 6.25 25 100
NY-198 6 6 1 NY-198 1121 3 1
NFLX 12 1 NFLX 4 55 2 1 1
OFLX 4 7 2 OFLX 1112 2 1 1
ENX 8 4 1 ENX 110 4 2 1
PPA 9 31 PPA 3 10 5

Fig. 7. Susceptibility of E. aerogenes (13
strains) to NY-198, NFLX, OFLX, ENX
and PPA

i OFLX, NFLX & 9 1 BRE% 2 b Do, ENX &tk
#£7%<{, PPA &1 6 RRGES BN T\ 7,

K. prneumoniae 4913, Fig. 50 %5 i, NY-198
3T ~XT25ug/mAT T, KEB55%0.20~0.39¢g/mlT
HY, 0.78ug/mLATH88% L BT\ 7202, E. coli &
[FEHRICHZ D 133.13ug/mlZe vy L 2 ML E DR R K X \»
MIC Th -7z, iz OFLX % NFLX & 0 1 Bped;
53707, ENX Li2i3% L <, PPA k1 6 BPsEns:

Fig. 9. Susceptibility of P. mirabilis (18 strains)
to NY-198, NFLX, OFLX, ENX and PPA

PAATH-72,

E. cloacae 25843, Fig.6 Dk iz, NY-198i3
0.10~50xg/mUBg/A < 246 L7225, 0.39~0.78ug/ml
29168k, 64% &HBEL L% &, 1.56ug/mLlTH80%
ThH 72, THUIOFLX, NFLX & Y 1 B4 2 ' ENX
Ei3HTEL L, PPA X025 BRI FEBEN- BN
TH-o7,

E. aerogenes 135k Ti3, Fig. 7 & 5 1o NY-198i33
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(%) Inoculum size : 106 cells/ml Table 3. Susceptibility of M. morganii
100 2 (2 strains) to NY-108, NFLX,
_— NFLX/. f NYAS o OFLX, ENX and PPA
8 A OFLX /PPA Inoculum size : 106cells/ml (ug/ml)
& 60 i / MIC[=005 02 078 313 125 50 100
v TeNx Drug 01 039 156 625 25 100
s | ! NY-198 2
5 O ff
E ! NFLX | 2
3 2 i.' OFLX 2
i L (ug/ml) EI:: 2 5
MIC(<0.05 020 0.78 313 125 50 >100
Drug 010 039 156 625 25 100
NY-198 7 7 1 1
NFLX 21111 1
OFLX 110 31 1 Table 4. Susceptibility of Salmonella spp.
ENX 10 5 1 (5 strains) to NY-198, NFLX, OFLX,
PPA 7 7 11 ENX and PPA
Fig. 10. Susceptibility of P. vulgaris (16 Inoculum size : 10cells/ml (ug/ml)
strains) to NY-198, NFLX, OFLX, MIC |=0.05 02 078 3.13 125 50 >100
ENX and PPA Drug 0.1 039 156 6.25 25 100
NY-198 1 3 1
NFLX 3 1 1
OFLX 4 1
(%) Inoculum size : 106 cells/ml ENX 4 1
100 OFLX = : PPA 2 2 1
g 800 Npix /A ENX
& 6 / 7 PPA . .
o / J Table 5. Susceptibility of Shigella spp.
I y (3 strains) to NY-198, NFLX,
g 1 /NY-198 OFLX, ENX and PPA
S ol Inoculum size : 105cells/ml (#g/ml)
MIC [£0.05 02 078 313 125 50 >100
I L ) (ug/ml) Drug 0.1 039 156 625 25 100
MIC (=005 020 078 313 125 50 >100 NY-198 2 1
Drug 010 039 156 625 25 100 NFLX 1 2
NY-198 3 4 5101 1 3 OFLX 2 1
NFLX 2 5105 1 21 ENX 2 1
OFLX 16 4 751 2 PPA 1 1
ENX 1 9 8 4 1 11
PPA 10 7 5 5

Fig. 11. Susceptibility of Citrobacter spp.
(27 strains) to NY-198, NFLX, OFLX,
ENX and PPA

~NT0.20~0.78ug/mlT, 0.39ug/mLAT4292% ThH -
72, ZHud OFLX, NFLX ic 1 BEFE% 5 b, ENX
Lidk#E% <, PPA &9 6 REENHENTH -7,
S. marcescens 288k Ti2, Fig.8 M &I NY-198i3
278, 96%%%3.13ug/mILIFTH Y, 0.20~0.78ug/ml
B15% L%, 1.56ug/m#EZMNZ 5 L89%TH-oT, %
B LHkA50ug/mlTH - 72, it NFLX X0 1 B

%2409, OFLX, ENX »13i¥%L<{, PPA X5
BRENAIH N TH -7,

P. mivabilis 18% i3, Fig. 90 k2, NY-198i3
0.39ug/mlh* 128k, 67%& %<, 0.78ug/mlLATH78%
T, F0OM8I3.13ug/mlbh* 3 Bk, 50ug/mlhs 1 BkiZe b
72, i OFLX, NFLX k) 1BR4% Y, ENX ki3
12IFF LS, PPA LD I3 7T BREEN AN TH 72

P. vulgaris 168k T3, Fig.100 k512, NY-198i314
Bk 88%%%0.10~0.20kg/ml T, 0.39ug/mlF Ti294%
EENT W2, 6.25ug/mibt 1 EREAD L, Zhud
NFLX, OFLX ic®®%5% b0, ENX k1 1 Bps,
PPA &Y 7TBBEENAE N TH 72,
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(%) Inoculum size: 106 cells/ml
100 1 =,
g 80t
Q
g
S 60t
2
S 40t
5]
=3
© 20t '
Hlug/ml)
MIC [=0.05 020 078 313 125 50 >100
Drug 010 039 156 625 25 100
NY-198 1 1814 9 5 1
NFLX 1 2 21119 3 1
OFLX 1 1517 6 8 1
ENX 1 17149 4 2 1
PPA 9 39

Fig. 12. Susceptibility of P. aeruginosa (48
strains) to NY-198, NFLX, OFLX. ENX

and PPA
(%) Inoculum size : 106 cells/ml
100 :
£ 80
(5]
5}
S 60
L ’
2 !
5 NFLX ;PPA
E
3 g
20 _ENX
S ; o (pg/mD
MIC |£0.05 020 0.78 313 125 50 >100
Drug 010 039 15 625 25 100
NY-198 2 1 2 3 1 1
NFLX 11 1 1 2 4
OFLX 1 2 2 21 2
ENX 1 2 112 21
PPA 2 1 16

Fig. 13. Susceptibility of other Pseudomonas
spp. (10 strains) to NY-198, NFLX,
OFLX, ENX and PPA

M. morganii 2#TI3, Table 3 k9 iz, NY-198
BN H0.10ug/mTH Y, NFLX &0 1 BEREEL 2 D
»? OFLX L% T, ENX &0 1EkF&, PPA LN 8
BREENIHENTH -7,

Citrobacter spp. 2T# T3, Fig.11d & 512, NY-198
13228k, 81%%%0.10~0.78ug/mlT, 3.13ug/mILLTFH*
8I%TH N, &N D 3 kiI20ug/mTH -7z, Zhid

NFLX k1 1EF4% ), OFLX, ENX &1 3R%%2
#%, PPA &1 6 BRREENHE NI TH -7,

Salmonella spp. 5 T3, Table 4Dk iz, NY
-19813 4 Bk, 80%%%0.10~0.20ug/mlC, &N D 1 #M
1.56ug/mITH >72, 2 OFLX, NFLX &Y 1Bk
%0, ENX L[[%;, PPA &9 7BREUHENHEH
TH-o72,

Shigella spp. 3#TI3, Table 5N &5 iz, NY-198
120.39ug/ml & 1.56.g/mlT, OFLX &) 1 BFE$ 21
»?, NFLX, ENX L [F%T, PPA X 1) 5 BRsLIHE
F (N QRYAN

Aeromonas sp.? 183 NY-198%%0.05.g/mlLl T
T, NFLX, OFLX, ENX % 0.054g/mlIT T, PPA
H%0.78ug/mlITH 72,

P. aeruginosa 488k T3, Fig.12m k5 ic, NY-198
13478k, 98%H¢12.5ug/mEN T T, 85%id1.56~6.25
pg/mlTHh-72, 72, 18I 100ug/mlTH -7,

Z D Pseudomonas spp. 108k T3, Fig139 k5
12, NY-198i3 8 #k, 80%%%0.78~6.25ug/mIC, 2k
H25~50ug/mlTH 72, Zhid OFLX kR4 2
b, ENX, NFLX k) 1~ 3R PPALNSE
FELLEEN-E N TH 72,

7 R SRR O 1 Bk T3, NY-198(33.13ug/ml
T#", OFLXXRA%, ENX6.25ug/ml, NFLX®)
25ug/ml, PPA 50ug/mlk BN Tz,

2. NY-198D200mgAARREDRYY, HEith

RS ASF 3412 NY-198/200mg % 22 PR
3L ENMFEFNY-198 B % bioassay ik &
HPLCE &Iz & D BlIZE L2 K#&»* Table 6 TH 2,
Bioassay fE T4 % &, PAR#305C M.SHITi31.85
pg/mNBEAEL %5 b, o 2 Bl R/ZRERFEU
TTHY, JKHIT1RR£ICL.89ug/mnBRfE L %
D, M.OBITIZ 2 BEf%IC1.68ug/mNBEE L % -
T2o ZDRUIIHZITIEDL, 6 REf#%I<130.55~0.80
#g/mlT, 128§fE#%$0.24~0.32ug/mlTH 72, £
TIBDPHETA S L, WAREED & 1.585RT7%121.43
pg/mNE—7{EL %Y, 8 F%0.48ug/ml, 12K
0.27ug/mlTH 72, TNHNDEHEH S two compart-
ment open model i< & 2@ 5 2 -7 —%H
HL72nHTable 7 THYN, #DFEHETAHADL
Cmax 1.75ug/ml, Tmax 1.208%[, T (8)5.72
M, AUC 11.17ug-h/mL Vd 2.30L /kg T, Tmax %
BWT3BEICE LA YXDLWEIETH 72
DIBNIIHHY S5 A — 8 —DFEYERF T2y T2V —
v VHERE Figldn L 5ok ), ERUHEDFRAHEL &
{—EL Tz,

—%, HPLCIEIZ & > T U IHTEL L 22 NY-
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Table 6. Serum levels of NY-198 after oral administration of 200mg (Bioassay)
Serum concentration (£g/ml)
Case
Oh 0.5h 1h 1.5h 2h 3h 4h 6h 8h 12h
M.O. 0 0.00 0.76 1.23 1.68 1.27 1.15 0.80 0.56 0.32
M.S. 0 1.85 1.33 1.22 1.05 0.85 0.77 0.55 0.40 0.24
J.K. 0 0.00 1.89 1.84 1.51 1.09 0.76 0.73 0.49 0.24
Mean 0 0.62 1.33 1.43 1.41 1.07 0.89 0.69 0.48 0.27
+S.E. +0.62 | +0.33 | +0.21 | +0.19 | +0.12 | +0.13 | +0.07 | *+0.05 | +0.03
(HPLC)
Serum concentration (#g/ml)
Case
Oh 0.5h 1h 1.5h 2h 3h 4h 6h 8h 12h
M.O. 0 0.09 0.74 1.15 1.61 1.26 1.11 0.91 0.65 0.28
M.S. 0 1.60 1.23 1.18 1.03 0.84 0.74 0.55 0.42 0.25
J.K. 0 0.04 1.64 1.55 1.44 1.02 0.74 0.71 0.52 0.26
Mean 0 0.58 1.20 1.29 1.36 1.04 0.86 0.72 0.53 0.26
+S.E. +0.51 | +0.26 | +0.13 | +0.17 | +0.12 | +0.12 | +0.10 | +0.07 | +0.01
Table 7. Pharmacokinetic parameters of NY-198 after oral administration
by two-compartment open model (Bioassay)
C Cmax Tmax T1/,8 AUC Ka @ B Vd
ase
(ng/ml) (h) (h) (ng+h/ml) (h™) (h™) (h™D) (L/kg)
M.O 1.52 2.15 6.55 12.30 1.19 0.63 0.106 2.65
M.S. 1.78 0.28 5.17 10.23 14.09 0.79 0.134 1.94
J.K. 1.95 1.17 5.45 10.97 2.96 1.18 0.127 2.31
AV. 1.75 1.20 5.72 11.17 6.08 0.87 0.122 2.30
+S.E +0.13 +0.54 '+0.42 +0.61 +4.04 +0.16 +0.008 +0.21

198REVELNTH Y, FEEHHRE b bioassay N
BEARKTH 72, SHEOFHAER A D L, 2BERHRIC
1.36ug/mn— 2L %, 12FRH#%$0.26ug/mIT
botz, %72, FRECIERD NY-1980 3584
LRI & e dr > 72, Bioassay fii & HPLC DM %
Al2Dhs Fig15CT& 2 %%, WENEIC r=0.991& 1>
LI RIF2ARB A H N, #%5%0.85% bioassay &
DB EZ 5T HPLCHEAE < % BfRIC B - 72,
I b 3 Z DRk % bioassay ¥ & HPLC i &
IC& Y A%t Table 8 T# 5, Bioassay iz & 25
BT, B0 2 BER 2 124~ 228ug/ml ko 2 i

Briy, 128%E T FUNCRENEZ» 72 1 Kk
PBROTWIN L 110pg/mLl Ed NY-198BF #5555
bz, & TROPERRIZ 38 DFEHETERD 2 B
RIH16.7%, 6 BEfEikE T 2 Befd@EAH*12.9, 10.8%
T, 6— 8E§I36.5% L RRET T 5 N, 8 —12FF
RIH$11.7% & RIFRE OHEIA A 6 1, 128514 3 THOF
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Fig. 14. Mean serum level of NY-198 after oral
administration of 200mg fasting (Bioassay)
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Fig. 15. Correlogram of serum concentrations
of NY-198 assayed by bioassay and
by HPLC
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Fig. 17. Mean cumulative urinary excretion rates
of unchanged NY-198 and its metabolite
(glucuronide) after oral administration
of 200mg, fasting (HPLC)
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Fig. 16. Mean urinary concentration and mean cumulative
urinary excretion rates of NY-198 after oral
administration of 200mg, fasting (Bioassay)
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Fig. 18. Correlogram of urinary concentrations
of NY-198 assayed by bioassay and
by HPLC
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LABORATORY AND CLINICAL STUDIES ON NY-198

Yosuiro Sawak, Yukio Kumacal, Tosuryukr IsuiMaru, Koj1 Takact and YosHiyukr NiHo
First Department of Internal Medicine, Faculty of Medicine, and School of Health Sciences,

Kyushu University, Fukuoka

We performed laboratory and clinical studies on NY-198, a new quinolonecarboxylic acid, with the following
results.

1) Antimicrobial activity

MICs of NY-198 against various clinical isolates were determined with an inoculum size of 10° cells/ml.

MICgos of NY-198 were 0.78 ug/ml for S. aureus, 6.25 for E. faecalis, 50 for S. pneumoniae, 0.39 for E. coli,
0.78 for K. pneumoniae, 1.56 for E. cloacae, 0.39 for E. aerogenes, 1.56 for S. marcescens, 3.13 for P. mirabilis,
0.20 for P. wvuligaris, 0.78 for Citrobacter spp. and 6.25 for P. aeruginosa and other Pseudomonas spp. These
antimicrobial activities of NY-198 were less than those of ofloxacin and norfloxacin and equal to those of
enoxacin. NY-198 was much more active than pipemidic acid.

2) Serum concentration and urinary excretion

Serum concentration of NY-198 was measured by bioassay in 3 fasting healthy adults given 200 mg of NY-
198. The mean peak serum concentration was 1.43 xzg/ml at 1.5 h after administration. Its half-life was 5.72 h
and AUC was 11.17 gg-h/ml. The mean 12-h urinary excretion rate was 58.6% of the dose.

3) Clinical efficacy

Three patients with pneumonia, 1 with acute bronchitis, 4 with acute exacerbation of chronic bronchitis, 2
with chronic bronchitis, 1 with acute tonsillitis, 4 with acute pharyngitis, 2 with acute cystitis and 1 with chronic
pyelonephritis were treated with NY-198 at a daily dose of 300-600 mg for 3-67 days.

Clinical response was excellent in 5, good in 8, fair in 2, and poor in 3 patients. The efficacy rate was 72.2%.
Stomatitis was observed in one patient as an adverse reaction, and eosinophilia was noted in another.



