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NY-198 (2 BY§ % ZER¥AY - ERIRAURRES

MmAXKR-BH B-AFBEB-LHEHRR-ERL &
)| RERBEFIERMBRAE WR

ERES-EBHEB _Z-EBoBK
WRNBEEEHEFIERMABREE  PRRERN

F bk T B
#HENREEEBEPIERMG BRI EAR

NY-1980%HiE 5, WX, $eitt7e & RICEERSIBICOWTRE L2 L TAUTHT L & 21872

1) $iES . BB 8 Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis, Pseudomonas aeruginosa, Haemophilus influenzae, methicillin and cephem-resistant

S. aureus (MRSA) 3 X U cefazoline(CEZ)fiftE E. coli \oxt¥ 2IHE N IZBIFT, HMEH10%cells/
mlic 81+ 3 MIC,fliiz = #n1.56, 0.39, 0.39, 1.56, 6.25, 0.1, 3.13, 0.78ug/mlTH -7,

2) WX BE BB 2 2B L UBMEELRLEE 14 (Cer9.2ml/min) (I REHZERERF100mg 1

EEROERA L7 & 2 0mABE2HE Lz, SmmhBEIE0REERATIZ1.39, 1.34ug/ml],
BEANETALBETIZL.5lpg/mITH ), MARREHITZNENS.2, 6.9, 7.40FH THAR%126F
T30.14, 0.17, 0.34ug/mDBEHIER LN, /212868 F TORPRULRIIFTEHEDEFERAT

© 1363.9~70.6% T, %EDVBUTFALBETIIN A% TH > T, BHETFIHEFICBIT 2 MHBED

il & PR HRIEAR T He A4 b iz,

3)  ERPRAUGE | BYEIEERR 4 B, IUWRHR 5 H, SMEREZRISH], BEREZRSF, MEH
B 16, SRERY) o <Hik 2 B, SAEBERER 2 B, SUEBEER 4 FIEHIFICOWTAHHI% 1 100~
200mg1 B 3EMERI LAz & 25, RMEMIRK, StEmAR, MEMEMR TII2f, SHREXRTIG
Bl 1661, EETEXRTIISHIH 46, IEBERRTIZ 2614 16, JIUBRBRTIZ 4B+ 34

TER L\ LERDRER 21872

MHBH2ARISh R a-streptococcus, S. aureus, H. influenzae, E. coli, K. pneumoniae, Enterococ-

cus faecalis 133~ TREI NI,

AfERIRZBIICB W TALNTY, FARERROBRREMIC D BREEIRDSah -7,

NY-198i3 pyridonecarboxylic acid %A BITEH
THYVBRRELEUL7 5 LBEENAL LT, 7K
B, VYIRS, MRREL L 7T LABMRES L U—
BORSHE BN LA L, BREBHHE» LA in
vivo DWHEHICBWT S NY-198i3EN 2R E % &
-3-1’-0)0

AEbbIUIARIOTME S, RN, BRI OWTR
9 5 L dkic, PRIRBREYLRE, REGERGEZ L NRKER
DERFEICHTEHRICOWTRN LD TEORR Y
BET 5,

I MEESUICHRESE

1) #HEh

BE 1 ERDBEER R & 58 L 72 Staphylococcus
aureus, methicillin and cephem-resistant S. aureus

(MRSA), Escherichia coli, Klebsiella pneumoniae,
Proteus mirabilis, Pseudomonas aeruginosa ZHEh
508k, Haemophilus influenzae, cefazoline (CEZ) fit
t E. coli %2583t 5 NY-1980 B/ NRE L IBE

(MIC) % BA LR LMEHkcHE L TRIE LT

FRIDFIAFIZ1000g/mlb> &5 0.025ug/mlE TRH 2
ERFRS THEfhic iz pH7. 2MH TR % L7



VOL. 36 S-2 CHEMOTHERAPY 581
Table 1. Susceptibility of clinical isolates to NY-198
S. aureus 50 strains (100x)
MIC <0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | Total
(ng/mD)
Drug
NY-198 2 14 14 4 50
OFLX 2 14 28 3 50
NFLX 2 6 2 50
CPFX 3 16 26 3 50
Table 2. Susceptibility of clinical isolates to NY-198
E. coli 50 strains (100%)
MIC |<p0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(ng/mD)
Drug
NY-198 2 16 20 10 2 50
OFLX 2 8 22 14 2 2 50
NFLX 1 8 22 12 6 1 50
CPFX 4 27 10 5 4 50

{BL H. influenzae \=2>\Ti310% 5 mikin HIA 55t
BERAL

BEHRIIAEEDIMERRERKR TH ) 3TC 24FF
MEERTLEICRBL2HLIN BEBRELZ2 - T
MIC & L7z, AR|OfhIc ofloxacin(OFLX), norflox-
acin (NFLX), ciprofloxacin (CPFX), gentamicin

(GM)izo TR MIC 2BEL, A&lnZNLE
BRRAT L7,

2) M, RPNE

AR EPEERA 2B L URHEETALEE (Cer 9.2
ml/min) 14ICRHAZEMERF100mg 1 EROMFEAL, R
#%0.5, 1, 2, 4, 6, 8B JUI2RERIcHRILL T, mApig
BEERELL, 722, 4, 6, 8B IUL2EERKICHK
RUTRPBEZBEL, 2OMEICKESFEL TERM
HTORFEEZEE LI,

¥, BIEIX E. coli NIH] JC-2 2REHE & T 2HE
7y 7RI & ) 1T, AEHEE I3 I PR EEHIE T3 Con-
sera (H7k+#t8Y) %, RPBEAETIINM ) BEE
% (pH7.0) 2H\WT/EBIL 72,

3) EEEkRyRES

1) xg

ARITDHREER 45, BMWRKESF, SHEREX
R18GY, WM ERZRS5H, MELEHR 15, B\ ~
NER 2B, SHEBERER 26, SHTEBR 4 BIEHIH
THb

BRI BE166, tE25f] CHERNIZ22~T8R&IC A Fh

L, PHERIZ2.4ETHH72,

(2) EEPREHFENEEHE
BEPRRNRIIARME R 3 HLINICH, HEROSE
2EDLDEER), 4~ 7 BTHREDLWIZEHRLL
2200%ER, THLBDL LBUEE, EEEALNL
Polehrb BVEFED LD EEN L LTz, SHEEAIR)
RIIAAERROBRREDEEY? LK, W, BERR,
AED 4 BREITHZE LTz,

4) ReMOBE
ARIDMERICER L BREEERIC S 28HER 2T 5 L
L bz, FEHRRICTTREZR Y mx—# (RBC, Hb,
Ht, WBC, PLT) 8 & Ur&1{b%¥KR%E (S-GOT, S-
GPT, AL-P, BUN, S-Cr) ##EL, BEENRE
DEEERITLI,

I /R &

1) HEh

S. aureus 50kRIZ 3§ % NY -1982 MIC i Table
1SR & 913, 0.2~3.13ug/mlic 5346 L, 50kkrh468k

(92%) %*1.56pg/mLI FTRE LI I N, DK
##i13 CPFX,OFLX £ %5 b NFLX &0 1 BB
REENTW,

E. coli 508kizx$ % 4K MIC 440130.05~0.78
pg/micdH ), S0BkA48k (96%) 130.39ug/mA TN
MIC #/RL7:, CPFX &9 2EF,, OFLX, NFLX X
N 18RS -T2 (Table 2).
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Table 3. Susceptibility of clinical isolates to NY-198
K. pneumoniae 50 strains (100%)

MIC (<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(pg/ml)
Drug
NY-198 19 25 6 50
OFLX 8 25 15 2 50
NFLX 6 20 16 8 50
CPFX 5 15 24 6 50

Table 4. Susceptibility of clinical isolates to NY-198
P. mirabilis 50 strains (100X%)

MIC |<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(pg/ml) | =
Drug
NY-198 1 25 16 7 1 50
OFLX 1 24 15 10 50
NFLX 1 8 20 18 3 50
CPFX 4 9 18 10 7 2 50

Table 5. Susceptibility of clinical isolates to NY-198
P. aeruginosa 50 strains (100x)

MIC 1<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(rg/ml)
Drug
NY-198 4 24 10 8 4 50
OFLX 8 26 12 2 2 50
NFLX 4 14 15 10 5 2 50
CPFX 10 18 12 6 3 1 50
GM 18 14 10 4 3 1 50
Table 6. Susceptibility of clinical isolates to NY-198
H. influenzae 25 strains (100%x)

MIC 1<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(pg/ml)
Drug
NY-198 2 15 8 25
OFLX 5 17 3 25
NFLX 3 19 3 25
CPFX 6 17 2 25

K. pneumoniae 50 Bk 2 NY-198 O MIC % 5 CPFX & MIC {3<0.025~0.2ug/ml i< 5 % L,
Table 3R L7z, MIC D44613 0.1 ~0.39ug/mlicd  MIC,offii20. 1ug/miTaH ), NY-198% 1) 2 BXRE@N Iz
N, 50Bkr44kk (88%) 0. 2ug/mILN T CRE 2L S B TH 12,
7z, NFLX, OFLX s iZZRREDBKTH > 72, — P. mirabillis 50BRiC 3313 3 A MIC 130.2~3.13
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Table 7. Susceptibility of clinical isolates to NY-198
MRSA 50 strains (100X )
MIC |<o0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(ng/mD)
Drug
NY-198 10 13 15 10 2 50
OFLX 3 25 13 7 2 50
NFLX 5 19 15 7 4 50
CPFX 7 20 11 8 4 50
Table 8. Susceptibility of clinical isolates to NY-198
CEZ-resistant E. coli 25 strains (100 %)
MIC |<0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >>100 | Total
(rg/m1)
Drug
NY-198 8 6 5 4 1 1 25
OFLX 4 10 5 3 2 1 25
NFLX 4 11 4 3 2 1 25
CPFX 5 8 5 4 2 1 25
(%)
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Fig. 1. Susceptibility of clinical isolates to NY-198 (100X)

pug/mic7E L, £ peak 130.39ug/mlicd ) MIC,,
f#131.56ug/ml'Tdh -7, CPFX, NFLX, OFLX k9
1~ 2 BPefRE S > T\ /2 (Table 4),

P. aeruginosa 5083t § 5 4#l> MIC i Table 5
IZRT &5 120.78~12.5ug/mlic 376 L, peak i31.56
p#g/mic® Y, MICyf#ii36.25ug/mlTH -7z, CPFX,

NFLX L ¥ 2 E, 1BBERES > T 7258, OFLX
LIIFIRRE, GM L) 1 BRSEEEEN T e,

H. influenzae 25 BRITx$ 5 NY-198 o MICi3
£0.025~0.1pg/mlicE L, 0.05.g/mlT258ks 178k
(68%) *HB XL &7z, ZDB&KIZCPFX, OFLX,
NFLX & (3iZRBED MIC 24% R LT\ (Table
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Table 9. Serum concentration of NY-198 (100mg, fasting)
(Healthy volunteer)
Body Serum concentration (#g/ml) H.alf
Case | Age | weight life
(kg) 0.5h 1h 2h 4h 6h 8h 12h (h)
T. T. 44 73 0.53 1.39 0.69 0.40 0.29 0.25 0.14 5.2
S. C. 59 54 0.31 1.34 0.72 0.48 0.32 0.27 0.17 6.9
mean 52 63.5 0.42 1.37 0.71 0.44 0.31 0.26 0.16 6.1
Table 10. Serum concentration of NY-198 (100mg, fasting)
(Renal failure)
Body Ce Serum concentration (£g/ml) Half
Case Age | weight (m1/ T ) life
(kg) |'mi/min 0.5h 1h 2h 4h 6h 8h 12h (h)
E. T. 54 56 9.2 0.42 1.12 1.51 1.18 0.75 0.51 0.34 7.4
Table 11. Urinary excretion of NY-198 (100mg, fasting)
(Healthy volunteer)
Bqdy 0~2h 2 ~4h 4 ~6h 6 ~8h 8 ~ 12h 0~12h
Case | Age w&lg)ht L R L R L R L R L R Retég/:)ery
& l(eg/mD (mg)|(rg/ml) (mg)|(rg/mD) (mg)|(kg/ml) (mg)|(kg/mD (mg)
T.T.| 4 73 94 12.7 | 142 26.8 | 120 14.0 85 13.0 24 4.1 70.6
S. C.| 59 54 50 17.5 64 15.7 22 10.1 30 19.2 3.2 1.4 63.9
mean 52 63.5 72 15.1 103 21.3 71 12.1 58 16.1 14 2.8. 67.3
L : Urine levels R : Recovery
Table 12. Urinary excretion of NY-198 (100mg, fasting)
(Renal failure)
Body Cor 0~2h 2 ~4h 4 ~6h 6 ~ 8h 8 ~ 12h 0 ~12h
Case | Age VgMtlmm) L R | L R | L R| L R | L R Regavery
g (1g/mD) (mg)|(kg/mD) (mg)|(kg/m1) (mg)|(kg/mD) (mg)|(kg/mD) (mg)| %
E.T. 56 9.2 11.2 1.0 20 0.8 17.2 6.1 | 26.2 14.4 4.0 2.1 24.4
L : Urine levels R : Recovery
6)o 8I1TRT & 9120.1~3.13kg/mlic 346 L, 258k, 236k

MRSA508kiz 343 3 A&H#| D MIC £76130.39~6.25 (92%) #%0.78ug/mICHRE Ik 272, CPFX &V
pg/mliicd Y, 50Bkh48bk (96%) #%3.13ug/mlFT 2 ERE, NFLX, OFLX &) 1 BREES 2 R TH-
RELMIEE N, CPFX, OFLX L) 1BRERES-> 7~
Twieat, NFLX &0 1 BRs2sE@n Tv:7 (Table Fig. 11z NY-198icx4 3 2 AR £ M B k) 1004

7)o

FREREEROBIMN T LD ER L2, H. influen-

CEZ ik E. coli 258ki= 313 241> MIC (3 Table  zae 7% b BHEH R < 0. 054g/mlLL T C70% D Eidkd*
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Table 13-1. Therapeutic results with NY-198
Age Clinical Causative Daily dose | Duration Response Side-
No. | Case [—| ——
Sex diagnosis organism (mg X times) | (days) Clinical ?ﬁ;tlenolo effects
1 Y.T.—%?— A;‘;::ryngiﬁs S. aureus 200X 2 11 Good Eradicated | —
2|T.J —%2— A;‘;::ryngitis S. aureus 100x 3 3 Good Eradicated -
3ls.c.t5H A;‘;‘t:ryngms N. D 100x3 3 Good Invaluable | —
iy B A;‘;f:ryngiﬁs N. D 100x3 3 Good Invaluable | —
5|K.O %Acute tosillitis | K. pneumoniae 200% 3 6 Excellent | Eradicated -
24 . .
6 M.K 3 |Acute tonsillitis| S. aureus 100x 3 4 Good Eradicated —
7M.H %A—lAcute tonsillitis | -streptococcus 200% 3 6 Good Eradicated -
8 M.Y.TAcute tonsillitis N. F. 100%x3 3 Good Persisted -
22 .
9 H.Y TAcute tonsillitis N. D. 100x3 3 Good Invaluable -
74 .
10(Y.1 TAcute bronchitis N. D. 200x 3 7 Fair Invaluable -
1 78 i
1K.S TAcute bronchitis| N. D. 200X 3 10 Good Invaluable -
12 71 ies .
F.M —§ |Acute bronchitis| S. aureus 2003 4 Good Eradicated -
13s.y.| iti
.Y.WAcute bronchitis N. D. 200x3 8 Good Invaluable -
uls.k.| 2 it
.K. ~F |Acute bronchitis N. D. 200% 3 5 Good Invaluable -
15 |F 38 . .
.T.—F—Acute bronchitis| H. influenzae 200x 3 4 Good Eradicated —
16 s 33 i .
LA TAcute bronchitis| H. influenzae 200%3 12 Good Eradicated -
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Table 13-2. Therapeutic results with NY-198
Age Clinical Causative Daily dose | Duration Response Side-
No. | Case Bacteriolo-
Sex diagnosis organism (mg X times) | (days) Clinical gical effects
17 U.M.s—FlAcute bronchitis N. D. 200% 3 3 Good Invaluable —
18 |U.H gA—GAcute bronchitis| H. influenzae 200% 3 7 Good Eradicated -
19 N.T.3—P9Acute bronchitis| S. aureus 100% 3 4 Good Eradicated -
20 (S.S 'ISVI—SAcute bronchitis| N. D 100%3 3 Good Invaluable -
21 |1 .N.%Acute bronchitis N. D 100%x3 3 Good Invaluable -
22 T.H.4—1\2Acute bronchitis N. D ;ggig i Fair Invaluable -
23 |K.T 3—F?Acute bronchitis| N.D 200X 3 4 Good Invaluable -
24 E.K.%Acute bronchitis N. D 200X 3 12 Good Invaluable -
25 |K.S -—Sg—Acute bronchitis| N.D 100X%3 4 Good Invaluable -
33 .
26 |0.K. —F |Acute bronchitis N. D 100x3 4 Good Invaluable -
53 .
27 O.N.TAcute bronchitis N. D 100% 3 7 Good Invaluable -
68 i .
28 M.E T Ch]:::;zhitis H. influenzae 200%x3 14 Good Eradicated -
59 | Chronic —
29 M.K F | bronchitis N. D 200%3 10 Good Invaluable
64 i .
30 K‘F‘T Chl:::r:zhitis H. influenzae 200% 3 7 Good Eradicated -
52 | Chronic
31 K.K “F | bronchitis N. D 200X 3 4 Good Invaluable -
65 | Chronic .
32 |[F.K "F| bronchitis N. D 200% 3 5 Fair Invaluable -
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Table 13-3. Therapeutic results with NY-198

Age) Clinical Causative Daily dose | Duration Response Side-

No.| Case ; diagnosis organism (mg X times) | (days) Clinical ?iaccatleriolo- effects
33 E.T.lsw—l Ba:;zfli:’lonia K. pneumoniae 200% 3 8 Good Eradicated -
34 |K.T ll?— Acute cystitis E. coli 100x3 7 Excellent | Eradicated -
35 |K.K 4—1‘9 Acute cystitis E. coli 100x 3 9 Fair Eradicated —
36 [W.N.1 55 icy“:ﬁ) nephritis| B+ 0l 2003 4 | Good Eradicated | —
37 (s K. || Aonte itis| B coli 2003 11 | Good |Eradicated | -
38(S.R.> Ap"y‘;tlinephriﬁs E. coli 200x3 10 | Good Eradicated | —
39| 1.N B Aeue | B Saccalis 1003 3 | Fair Eradicated | —
40 A.H.% Cf;:;;; denitis N. D 100x3 4 Fair Invaluable | —
41 s.K.—ﬁ— Cf;:;:; denitis N. D 200x3 8 Fair Invaluable | —

REZMEEIN, KT K. pneumoniae, E. coli 0.2
1g/mll T T80~ 90% N HibkHRE % FuL 272, CEZ
Wk E. coli, P. mirabilis, S. aureus, MRSA B LU~ P.
aeruginosa 1 Z ISR & BZME R LT,

2) RN (mehRE)

BESRA 228 L UBETRLRE 1410 NY-198,
100mg 1 ] ZEREREAER L 72 & 2 pmAhigE% Table 9,
10i7RL 72, AR 2 EERNICHER L7z & i
7 peak R 1BERICH D, FDMHIZ1.37ug/ml

(FH#) TL2RRI%IC BT H0.16pg/ml (FH) ofE
PRONTz, mAEEH (T %) 13746 18/MTH -
72

—HMEBRLBEDMPIRED peak IR 2 B
HichH ), 20MHEIZ1.51ug/mITH N, ZDHKIIT. 45
DT Y%k b THBL, 128:7£IC H 0. 34ug/mloflh
- 12% (WA

3) RebsEit

ARI100mg% 1 EIZZBEREMER L7z & & DBERADF

BIRAPIBE 132~ 4BERIR T103ug/ml, 4 ~ 6 BRI TT1
pg/ml, 6 ~ 8 R T58ug/moAE %R L7, % 72 1285RT
¥ TOFHRPEUIRIZ67.3% TH -2 —HIBUZTA
EREDRFBEIL 2 ~ 4 FEET20pg/ml, 4 ~ 6 FERT
RT17.2ug/ml, 6~ 8 RERIFRT26.2ug/mloMEZRL
72 (Tablell, 12),

4) ERERRLK

NY-198/0BEER R4 % Tablel3ic, *7-EEKZE%
TableldiziR L7z, PPIRIFBGGEIFITIIZN 1A, &
29BITH Y, FRESELSE 6 BITIIER 16, BX3F
TH-72,

SR TIIAIBIREN 2 B, BN2FITHBDRIZL2.9%
Thorz,

—%, MIERHNEE A5 L, FBELE a-strept-
coccus 18k, S. aureus 5%k, H. influenzae 5%k E.
coli 5B, K. pneumoniae 2 ¥k, Enterococcus faecalis
LERET19BR TN THBRBE 72 (Tablel5),
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Table 14. Clinical results to NY-198
Clinical diagnosis Excellent Good Fair Poor Total
Acute pharyngitis 4 4/4
Acute tonsillitis 1 4 5/5
RTI Acute bronchitis 16 16/18
Chronic bronchitis 1 4/5
Bacteria pneumonia 1/1
A iti 1
UTI cute cystitis 1 1/2
Acute pyelonephritis 3 1 3/4
Cervical lymphadenitis 2 0/2
2 32 7 34/41
Total (4.9%) (78.0%) (82.9%)
Table 15. Bacteriological response to NY-198
Response
Isolated organisms No. of strains
Eradicated Decreased Persisted
S. aureus 5 5
a-streptococcus 1 1
E. faecalis 1 1
E. coli 5 5
K. pneumoniae 2 2
H. influenzae 5 5
Total 19 19

5) BifeM

AARMER I 1T 2 BWERIZZEEFIC BV TALNT,
3 1 AHKIERRIR COBRRERSTOLARICL 5 LB
DN REMEIIRD b h -7z, (Tablel6),

m * =R

#FL BRI N2 NY-198i2 AR nalidixic acid,
piromidic acid, pipemidic acid ictt~, 75 ARBRME
3L N7 T LBMEICH L T LD TENIAEN
2R3, NFLX BXUFOFLX D2 & LRt L7
B TIZIZRREDIE 1 2R L7, P. aeruginosa
X LTI OFLX LK, GM L ) B ZHiE %5
L7,

AH13100mg 1 BIEOERIC & - T, 13131 4ug/ml (F
B OfE# R 1 BERICIBS AT E N, biubhuat
BAY L7: NFLX (200mg 1 ESEOBER) D2 e Hegs
5%, RI2TEMETH->T, AR BIFLRIMEHTRE
¥ (AN

AH D B FEIRR M 12K 5 MICyofi#130.1~6.25

pg/mlTHsZ L E2EET S L100~200mg 1 FREOMHA
IRLULFERREBbNS,

BFEBRADRPBE I35 103¢g/ml (FH) &L,
1285 % TORPEUIRIZ67.3% (FH) THo72, &
N6 DRI B FER PR RER ) MIC, %13 2 i
BI23DTH-o72,

ARIDERINAICH 72> Thitb UIiE 17 & g
EEERLTEE LT 1HI00~200mg, 1H 3[E»PR
PHRYIE S & UPRBEBE e & IR L7y, PRIRZRER
YIETIIBMMERK 4 B, SHRMESH, SUREX
R18%, BUETEIK 5 FIB L UMIHENRR 1 FIEF336
AR BER L L 25, 335U 30HHERF 72138
LHEIN, BRFEBYOBRTH -7, DT Lizk
ROBENIHUE /1 & P BE DR & OB
HREFTH DI EHEREEZ b,

RESRESFE TITBEBER 2 Al L VAN BEER4
Bl 6 BUCHER L7225, 6 Hildh 4 FlHpal S mafu
LRIRICENE 3B TH VMR T REBETH -
JEE L 6 Bl 5 FIDS E. coli TH Y, E. coli I2it b
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Table 16-1. Laboratory findings before and after administration of NY-198
Case | Before or RBC Hb Ht WBC | Plate. | S-GOT | S-GPT [Al-Pase| BUN | S-Cr.
No. tre;ﬁ:;nt (10*/ mm?)| (g/d1) | (%) |(/mm?®) |[(10*/ mm?)| (I.U.) | (1.U.) | (K.A.U.)|(mg/dD)|(mg/dl)
Before 414 13.1| 40.2 9600 39.6 28 20 7.4 18.4 0.86
' After 426 13.4 | 42.6 7400 24 20 7.4 18.3 0.79
Before 572 16.0 | 50.3 7000 31.6 22 26 6.2 14.5 0.91
2 After 584 16.2 | 50.2 6700 32.4 19 24 6.3 14.2 0.92
Before 410 11.9| 38.4 7900 19.5 17 14 5.6 13.1 1.21
3 After 408 11.9| 37.4 7800 19.6 18 11 5.4 13.4 1.19
Before 439 12.8 | 39.7 4300 28.4 32 22 4.4 11.1 0.86
! After 444 13.4 | 40.1 5100 27.4 30 21 5.1 11.2 0.79
Before 475 15.4 | 45.5 8200 38.7 37 71 18.0 24.1 0.95
° After 481 15.6 | 46.2 7100 36.6 30 76 12.4 18.2 0.91
Before 431 16.4 | 41.4| 10100 21.9 19 18 7.9 18.4 0.96
® After 443 16.4 | 42.6 6100 27.7 19 14 7.8 18.4 0.94
Before 500 15.2 | 44.4 9300 15.7 19 18 9.1 18.4 0.99
’ After 491 14.3 | 43.5 4400 29.7 18 14 9.0 18.1 0.94
Before 490 14.8 | 45.6 7800 24.8 20 18 5.4 9.6
’ After 484 13.9 | 44.6 7900 25.4 21 18 8.9 9.4
Before 585 15.3 | 48.5 4800 29.4 17 9 5.0 12.7 1.04
’ After 594 15.4 | 47.6 5100 30.1 18 10 5.4 11.9 0.94
Before 405 12.4 | 38.3 6000 31.0 30 28 9.6 21.9 1.04
10 After 408 12.9 | 39.1 6200 26 23 8.4 19.4 0.94
Before 455 13.0 | 39.8 8000 35.2 36 16 12.2 14.6 1.60
" After 461 13.4 | 40.4 7100 36.2 17 14 11.0 15.4 1.31
12 Before 495 14.8 | 45.3 | 10500 30.0 18 17 8.4 18.1 0.94
After 504 15.1| 46.0 8800 29.2 16 14 7.6 17.6 0.91
Before 494 15.6 | 46.1 9400 36.4 30 29 9.6 21.1 0.96
» After 504 15.6 | 47.1 7700 36.8 24 23 8.4 19.2 0.90
Before 478 13.7 | 43.1 6100 23.0 18 10 6.1 14.9 0.61
H After 478 13.9| 44.6 6700 26.4 18 9 6.2 13.6 0.62
Before 447 13.4 | 34.8 6500 29.4 14 8 6.1 16.4 0.86
P After 451 13.6 | 35.1 6200 30.4 14 8 6.6 16.1 0.87
Before 389 10.6 | 33.8 | 12500 43.1 10 5 4.7 24.0 1.15
1 After 416 11.3 | 36.5 7100 39.5 15 7 3.8 18.4 0.92
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Table 16-2. Laboratory findings before and after administration of NY-198
Case | Before or RBC Hb Ht | WBC | Plate. |S-GOT | S-GPT |Al-Pase| BUN | S-Cr,
No. trezfttgl(‘ent 104/ mm?®)| (g/dD | (%) |(/mm?) |(10*/mm?®)| (L.U.) | (LU.) | (K.A.U.)|{(mg/dD)|(mg/dI)
Before 424 13.4 | 39.4 7900 29.6 14 12 5.6 11.0 0.71
Y After 429 13.3 | 39.4 6700 30.4 10 11 5.4 12.0 0.59
Before 465 14.1| 4.1 9600 33.4 26 28 5.2 19.4 0.86
18 After 464 14.3 | 45.0 7400 34.6 19 20 6.0 19.4 0.81
Before 444 12.8 | 40.6 8600 27.6 15 15 6.6 11.4 0.91
N After 451 13.1| 41.2 7100 30.1 14 13 6.2 12.1 0.86
Before 425 12.5 | 39.4 6800 18.9 22 17 6.2 38.5
2 After 436 12.6 | 39.2 6400 19.6 19 20 6.1 30.1
Before 414 12.9 | 39.4 8100 31.6 19 14 5.3 16.4 0.71
a After 421 12.8 | 39.2 7100 33.4 18 13 5.4 16.2 0.77
Before 441 14.7 | 44.4 | 12800 29.1 24 18 5.4 16.5 0.86
% After 461 15.0 | 45.1 7900 29.9 18 19 5.7 16.6 0.84
Before 423 12.3 | 39.7 | 10600 30.2 13 11 5.9 8.7 0.61
o After 429 12.9 | 40.2 8100 31.6 13 10 5.4 8.4 0.59
Before 446 14.4 | 43.6 7300 40.4 13 10 9.3 18.4 0.86
24 After 448 14.9 | 46.1 6500 38.6 14 9 9.0 17.9 0.84
Before 475 13.7 | 43.0 6500 24.7 23 18 11.1 11.6 0.73
% After 469 13.9 | 42.4 6300 25.6 24 18 11.3 11.8 0.72
Before 461 12.2 | 37.8 4600 18.7 20 13 5.6 9.3 | 0.69
% After 454 13.0 | 38.1 4700 18.9 18 10 6.0 9.2 0.67
Before 501 14.8 | 45.7 5900 26.1 11 10 5.4 19.1 0.96
7 After 504 14.7 | 46.2 5800 26.8 14 9 5.3 18.4 0.79
Before 371 12.6 | 34.9 8900 31.4 24 20 7.9 20.4 0.94
% After 437 13.3 | 41.2 6900 | 30.9 20 19 7.6 18.8 0.99
Before 457 14.9| 4.1 6700 33.7 28 29 6.8 20.6 0.90
» After 458 15.1 | 43.0 5200 31.4 19.0 0.80
Before 384 12.9 | 36.4 8400 30.4 26 20 7.6 20.6 1.10
% After 394 13.6 | 36.6 7000 31.0 25 18 6.2 16.3 0.80
Before 514 15.9 | 47.6 8000 32.7 34 26 6.9 21.4 1.01
3 After 504 15.4 | 45.6 6800 31.6 30 27 6.7 19.2 0.96
Before 396 12.6 | 37.4 8300 30.6 16 10 5.2 21.5 0.99
% After 393 12.7 | 39.1 6900 31.4 17 11 5.6 20.0 0.98
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Table 16-3. Laboratory findings before and after administration of NY-198

Case | Before or RBC Hb Ht WBC | Plate. S-GOT | S-GPT |Al-Pase| BUN | S-Cr.
No. treaaft::;nt 104/ mm?)| (g/d1) | (%) |(/mm?) |[(10*/ mm?)| (L.U.) | (LU.) | (K.A.U)|(mg/dD)|(mg/dl)

Before 427 13.4 | 40.2 5600 19.9 150 155 25.2 17.3 0.99

% After 441 13.6 | 42.6 6200 38.9 34 78 17.3 20.8 1.07

Before 396 12.1| 37.4 9400 28.4 24 19 6.9 29.4 1.01

. After 394 12.5| 37.9 6900 29.6 21 19 6.7 18.4 0.84

Before 508 15.2 | 45.6 7600 34.2 18 10 6.9 11.9 0.86

% After 504 16.0 | 45.4 6600 34.6 10 11 6.9 10.9 0.71

Before 457 11.4 | 45.1 8700 26.9 85 76 9.1 17.2 0.82

% After 461 12.1 | 43.2 6400 30.1 79 72 9.4 16.9 0.86

Before 425 12.5| 38.6 7400 18.3 16 14 7.8 16.4 0.84

¥ After 424 13.4 | 39.4 6600 19.4 10 11 7.4 17.4 0.81

Before 484 13.9| 42.6 9600 34.4 24 18 7.9 19.4 0.86

3 After 490 14.1| 43.3 7100 28.9 20 19 7.8 18.5 0.84

Before 454 15.1 | 46.7 8500 26.8 19 14 5.4 11.5 0.64

% After 461 15.2 | 45.9 5500 26.9 14 11 5.4 11.6 0.71

Before 414 13.1| 39.4 8400 31.6 24 19 6.9 20.1 0.94

b After 421 13.4 | 39.4 7600 30.4 18 18 6.4 19.6 0.92

Before 543 17.6 | 52.5| 14400 29.4 25 36 10.9 12.3 0.90

4 After 496 16.6 | 47.1 6100 43.6 44 46 9.3 16.4 0.94
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BASIC AND CLINICAL STUDIES ON NY-198
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We investigated the antibacterial activity of NY-198, and its clinical efficacy, absorption and excretion in
patients with chronic renal failure. The results were as follows.

1) Antibacterial activity: NY-198 was good against all 8 clinical isolates of S. aureus, E. coli K.
pneumoniae, P. mirabilis, P. aeruginosa, H. influenzae, methicillin and cephem-resistant S. aureus (MRSA) and
cefazoline (CEZ)-resistnat E. coli. The MIC,, (10° cells/ml) was 1.56, 0.39, 1.56, 6.25, 6.25, 3.13, 0.1 and 0.78xg/ml,
respectively.

2) Absorption and excretion: When a single dose of 100mg of NY-198 was administered orally to two
healthy volunteers and a patient with chronic renal failure (Ccr 9.2ml/min), Cmax was 1.39 and 1.34xg/ml in
the healthy volunteers and 1.51xg/ml in the patient with chronic renal failure, while T4 was 5.2, 6.9 and 7.4 h.
Serum concentration of NY-198 at 12 h after administration was 0.14, 0.17 and 0.34xg/ml. Urinary excretion
within 12 h was 64-70.6% in the healthy volunteers, and 24.4% in the patient with chronic renal failure. In the
patient there was a tendency to high serum concentration and low urinary excretion.

3) Clinical results: The drug was administered daily at 300-600mg to 41 patients with acute pharyngitis (4),
acute tonsillitis (5), acute bronchitis (18, chronic bronchitis (5), bacterial pneumonia (1), cervical lymphadenitis (2),
acute cystitis (2) and acute pyelonephritis (4). The clinical response was excellent in 2, good in 32 and fair in 7.

Bacteriologically, a-streptococcus, S. aureus, H. influenzae, E. coli, K. pneumoniae and E. faecalis were
isolated and all strains eradicated. No side-effects or abnormal changes in laboratory findings were observed
during or after treatment.



