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Fig. 1. Sensitivity distribution of clinical
isolates of E. coli
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Fig. 2. Sensitivity distribution of clinical
isolates of S. marcescens

BEELDEA %R, E. coli Ti3 NY-198i2 CPFX
ICl~5% L 2%, NFLX, OFLX, ENX :R&ZT,
MICHOY —7i30.1ug/mlk B A E N TH - 72
(Fig.1),

S. marcescens Ti3 MIC DY —27136.25ug/mlTh
0, E.coli XML &9z, CPFX i2i3®%%h, ENX,
NFLX L DEFEFFS i h%RL 7 (Fig.2),
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MIC I3WBTR A4 L72A%, 100pg/ml%#Ez BHki3 7% <,
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Fig. 3. Sensitivity distribution of clinical
isolates of P. aeruginosa
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STRWLD L YT L7, SRR L7 BlaRELE
7 Cer 133X T20ml/min LU FTH Y, EEDTHREE
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Table 1. Serum concentrations of NY-198 after a single administration (100mg, p.o.)

Case Serum levels (#g/ml)
2 Sex |Age Cer Comment
No. myminy[ 05| 1 | 2| 3| 4|56 | 7|8 10|12]|15]2
1] Fles| 86.7 1.25/0.98 0.67 0.48 0.38
2 | M| 25| 140 0.22|0.74 0.35 0.29 0.20 Normal renal
function
Simulation 0.49]0.64(0.63]0.56|0.46]0.36]0.28[0.21|0.12]0.06|0.02]0.001
3| F|e4| 17.9 |[N.D.|N.D.l0.02 1.35 1.03 0.97
4 | M| 56 5.6 |N.D.|1.60[1.00 0.88 0.82 0.78 _Se"efely
5 | M| 74| 8.1 0.03]0.43 0.90 1.06 1.00 impaired
6 | M| 62| 5.4 0.94]0.82 0.75 0.65 0.63 renal
function
Simulation 0.46/0.74]0.89]0.95]0.95|0.91|0.850.78|0.63]0.49|0.31 |0.07
7 | M| 37| <5.0 |1.231.06]0.69]0.65|0.63
8 | M| 63| <5.0 |0.040.46]0.53]0.43]0.39
9 | M |45 | <5.0 [0.23]0.73]0.61]0.53|0.42 On
10| M| 63| <5.0 0.15(0.79|0.65(0.55 hemodialysis
Simulation 0.65]0.60]0.56]0.52[0.48|0.44|0.41|0.38|0.33/0.28|0.23] 0.11

N. D. ! not detectable

ml, B M PREIC W2 2R (Tmax) (31~ 28T
H, TY%i34.89L5.04FFTH 72, T/2MPBED
HE FE (AUC) 134.3128.04ug - h/mlE&F/x
IV RHR, BEBTHEREREL TIICmaxid
0.94%51.6pg/m e BEANTH~NTRRE L, Tmax
1R, S 6 R LB VR TH - 72, 72 AUC
1320.75538.97ug+ h/ml & BEESHEREE AL I T
hOEFITH, BIEEEEORIETH »72, MEBENT
HEiThD BE T2 Cmax 130.535 51.23ug/ml & T
BEEELIZZFRETH Y, Tmax 1305805 2 B
M B SR TH 72 L L T %133.69% 5
16. 2505 L RRIEER T 2R L R L2, S DEMT
EFICIEABARIILACBGEL TR L o5
WL BRENZDEL VDL EZ L, L BEVEE
Fovsav—2 3 VIBIFDOLDTH Y, BoHk
BLTITEbNTWEZ LR BEL TS, J0k,
KROBHBED, B THROMPBEIXS 5 IcEE
MY B b L Bbi,

B2 DEGIORPBEDHR L, ik EKE %
BEEDEICY I 2L — P3N RGBIEES Table 3
BIXUFig. 51TR L7z, 2ICHL )TV EDENY
DTH-7eh, BHRAEEEE T3 8B THORHBEI
Hi335.42% L 61.64%, F#448.53%TH Y, REME
BOVIav— } ENABERPIEEL 3R E D144
ug/ml, 8WEFAH, 1285 DRFIBEEIZ 2N EN49.6,
14.4ug/mlk B S .72, —F, BiRAEREBE T3 8 B

M CCERETS.45%, 5Efl 4 TI31.66% L &M ERL
72e 7203 2L — P ANIRBPBER, FOE—27E
BET8.0ug/ml& EHBHCHERL TH2000 1 DBET
0, 126 B ORBPEEICE VT b4, lug/mE ¥ 35
D1IDRETH -T2,
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% Table 4, 5iTRL72, {5 HEII BB R
TI380ENIEFI 2B\ T 1M 100mg%* 1 H 3, 3 HFE
15 U7, SHENRBBYSE TIRF LIT5-E % 5 BED
57 HREHEE L2, THH6DIFUICOWT, FHEICE
BEBHER TR, & 51 UTI KEHmIEHED IS -
THEMRET H - 72 25Flc D\ TERRME 2 HE L7,

2. B &

SRR 12610 % T, R 3 1380RE &
i L D UTI D 5 I3BA I 22 RIR, MER, i
RIZTRTERL2OEREHETIIENE L2, 5
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Table 2. Pharmacokinetic parameters of NY-198 after a single administration (100mg, p.o.)
Case N Cmax Tmax AUC o4 AUC o0 T 12
ase 7o (#g/mD) () (#gh/mi) (kg+h/mi) )
1 1.25 1.0 5.40 8.04 4.89
2 0.74 2.0 2.81 4.31 5.04
3 1.35 4.0 5.75 35.81 21.59
4 1.60 1.0 6.89 31.13 21.68
5 1.06 6.0 5.58 38.97 23.30
6 0.94 1.0 5.59 20.70 16.86
7 1.23 0.5 3.06 16.25
8 0.53 2.0 1.52 4.55
9 0.73 1.0 2.01 3.69
10 0.79 2.0 1.87 3.92
1.0
- Normal renal function (n=2)
---------------- Severe renal dysfunction (n=4)
————————— On hemodialysis (n=4)
£
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g
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Fig. 4. Simulation of serum concentration of NY-198 after a single administration (100mg, p.o.)

MR, IRIR, BERBEOVWTFRLERLESTH -7,
1BIIHEEEIR, BERRRIEAR L7, IRIRIZESICL 8
D, B 3Ine, Dbk EAELHHIZ/9(100%)
TH-7=(Table 6), MIEZIEIE TR SRIC RS
NIMAEIZTRTE. coli TH ) LHRIER LIz, F/3%
S4BT 1RO ED AT,
KEHAEIR B LR 18BN 7 T, BB 7 LRERI1443 V>
FThOBREAMEIBRETH ) UTIRE» SN R
7ehf, RER T ISIRRHYEHEIL Lzl Esh L fE Lz,
EGIAIZIRRDKE b 7% <, %51\ Enterobacter

aeyogenes & BTN & Lle, UTI LRI
IZHE > THETEET H - 72 166100\ T DR BIRBH
BUERPRENFL, BB 1560 ClIsEf 18wk EE
SR % SEREHAR & T AR D 1 FIRBRTHRTER
LLET, #3126, AH%h2BITh -7, BEEBEAIL
EFI9NATHY, MER, RRE SERLLT, &
Tholk, BEAT—TNOEETRS L, QEATR
3Pl 1 BlhsEsh, 26IHE%), FERBMTIZIPH
Bl E TEMIL 2BITH -7 (Table 7), BAEHKY
RiZ Table 8 iTR L2 & iz, IRRICx$ 23R TR
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Table 3. Urinary excretion of NY-198 after a single administration (100mg, p.o.)

Recovery Time (h)
Case No. | jovels
12|3|4 5‘6'7‘8 10‘12115124 0—8
1 pg/ml | 66.6 447.68 130.61
% 1.2 44.77 15.67 61.64
2 pg/ml |158.38 180.26 46.48
% 3.17 9.01 23.24 35.42
Simulation | £g/ml |101.5 143.0‘144.4'128.3 106.4’ 84.7 | 65.4 ’ 49.6 | 27.2 ] 14.4[ 5.3 ’ 0.2
3 pg/ml | N.D. 3.24 10.83
% 0.00 1.28 4.17 5.45
. pg/ml | 2.68 6.60 4.39
% 0.13 0.53 1.00 1.66
5 pg/ml |N.D. 4.48 7.40
% 0.00 0.63 1.48 2.11
6 pg/ml |55.50 11.21 7.40
% 1.11 0.78 1.11 3.00
Simulation| sg/ml | 3.5 | 6.0 ’ 7.3 | 7.9 | 8.0 ) 7.7 | 7.2 1 6.6 | 5.3 ' 4.1 ‘ 2.7 \ 0.6
» N. D. : not detectable
200
Normal renal function (n=2)
5 Severe renal dysfunction (n=4)
E
=
3
=]
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g
£100
2
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>
5
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Bl (81%) itk bl k%, MEBRICHT B30T b 136
(8196) IEatEAL % 30, 16BIshER 126, A% 2 B,
REBHEII8% ThH -7z, REBEMOMELHIEI

Fig. 5. Simulation of urinary concentration of NY-198 after a single administration (100mg, p.o.)

166U & 8 BRELTHR D BER 1, 27 B 158k (88%)
R U7, kL7 P aeruginosa D 1k, B LU
Klebsiella oxytoca @ 1 #® MIC 3 P. aeruginosa T
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Table 6. Overall clinical efficacy of NY-198 in acute uncomplicated cystitis
0.1 gX3/day, 3-day treatment
Symptoms Resolved Improved Persisted Effect on
. De- Un- De- Un- De- bacteriuria
Pyuria Cleared creased|changed Cleared creased|changed Cleared creased|changed
& | Eliminated 1 (100%)
E Decreased
2 | (Replaced)
Q0
& | Unchanged
Effect on pain .
on micturition 9 (100%) Patient total
Effect on Pyuria 8 ( 89%) 9
| Excellent 8 (89%)
Overall effectiveness rate
Moderate 1

Poor (including Failure)

9/9 (100%)

Table 7. Overall clinical efficacy of NY-198 classified by the type of infection

No. of (Percent Overall

Group pts. ( of t otal) Excellent | Moderate | Poor effec'ilax;:ness
_ 1st group (Catheter indwelling) 3 (19%) 1 2 100%
% 2nd group (Post prostatectomy) ¢ % %
g _E 3rd group (Upper UTI) 1( 6%) 1 100%
é:‘:’ 4th group (Lower UTI) 11 ( 69%) 10 91%
B Sub total 15 ( 94%) 12 2 93%
I§§ 5th group (Catheter indwelling) ( %) %
EE 6th group (No catheter indwelling) 1( 6%) 0%
::_:.: Sub total 1( 6%) 0%
Total 16 (100%) 12 2 88%
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m % =X

NY-19804ih i3 7 5 L83, BEDVWThOBE
R RUZDERISRENTH 5, bLbIZ S LR
EREORTRENY 3 WL BATED MIC 28T

L7, E. coi D MICHY—2130.1ug/ml, P. aer-
uginosa Ti30.78, 1.56pg/mlE KL KU AT
|EINTRREBEZRALRFLWENTH ), S
marcescens THE—7136.25ug/ml & 2F 5 K %
B/iz, T OBTEIFREDER D% »Tid CPFX
IZEEE 5 o ENX, OFLX, NFLX ¢ 3izRI%EC
Hol,

RERNIC BT 2 NY-198NDMENHEI2 22 1FF100ng
WERT, Mish B — 27 IBREI31. 18ug/ml, B —2 o T 55
PIIZPIRRE%0.97/ER, T %I37. 128 X, CDE &
DERPHEIHRIT 8 BRI T50.2%, 24FRITI372.7% L &
T 32, AEDbILLNDOKRET T BiiEEREIC
BIT5 NY-180MFRES L URPIBEOHBKIZIZ



906

CHEMOTHERAPY

JUNE 1988

Table 8. Overall clinical efficacy of NY-198 in complicated UTI

0.1 gXx3/day, 5 or 7 days treatment

M Cleared Decreased Unchanged Eaf (fte :ttilfrlila
Eliminated | 12 | 1 13 (81%).
Decreased
Replaced 1 1(6%)
Unchanged 2 2 (13%). . .
Effect on pyuria 12 (75%) 1(6%) 3 (19%) .
L || Excellent 2 (75‘%) Overall effectiveness rate
ﬁ Moderate 2 14/16 (88%)
r—l Poor (including Failure) 2

Table 9. Bacteriological response to NY~198
in complicated UTI
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L, 12688 % CORPHRERIZIL. 2%IMET LTk

Isolates g:(r;i:fs Erazlj/ac?ted Persisted *
S. epidermidis 1 1 (100%)
E. faecalis 4 4 (100%)
E. coli 4 4 (100%)
K. pneumoniae 2 2 (100%)
K. oxytoca 1 0( 0%) 1
P. mirabilis 1 1 (100%)
P. ageruginosa 2 1 ( 50%) 1
NF-GNR 2 2 (100%)
Total 17 15 ( 88%) 2

* Persisted : Regardless of bacterial count
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Fig. 6. Changes in laboratory test results
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ANTIMICROBIAL ACTIVITY, PHARMACOKINETICS IN IMPAIRED
RENAL FUNCTION AND CLINICAL EFFICACY IN URINARY TRACT
INFECTIONS OF NY-198

Yusuke Kanmvoro, Yosuiyr Miwa, Yasuo Suimizu and YukiMicHr Kawapa
Department of Urology, Fukui Medical School, Fukui

NY-198, a new pyridonecarboxylic acid derivative, was studied for its antimicrobial activity, pharmaco-
kinetics in patients with impaired renal function and its clinical efficacy in urinary tract infection. The results
were as follows.

1) The MIC distribution of NY-198 against 3 species-E. coli §0), S. marcescens () and P. aeruginosa (9-was
compared with those of PPA, NFLX, OFLX, ENX and CPFX. Against all species, NY-198 was superior to PPA,
equal to NFLX, OFLX and ENX, but inferior by a few tubes to CPFX.

2) In 2 healthy volunteers, blood levels and urinary excretion after -oral administration of NY-198 were
compared with those of 4 patients with impaired renal function and 4 on hemodialysis. NY-198 is a drug of the
renal excretion type, as are other pyridonecarboxylic acid derivatives, and a clear difference was observed
between healty volunteers, patients with impaired renal function and patients on hemodialysis.

3) In the patients with impaired renal function, biological half-life was prolonged and urinary recovery rates

were reduced. NY-198 was removable by hemodialysis.

4) The overall efficacy rate of NY-198 in 9 cases of acute uncomplicated cystitis was 100%.

5) In 16 cases of chronic complicated UTI it was 88%.

6) No clinical or laboratory adverse reactions were observed.



