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1-ethyl-6,8-difluoro-1.4-dihydro-7-(3-methyl-1-piperazinyl)-

4-0x0-3 -quinolinecarboxylic acid hydrochloride

Fig. 1. Chemical structure of NY-198
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Table 1. Volunteers for the study on NY-198

Table 2. Clinical laboratory test items

No. ‘ Voluntert Sex l(;:gres) W(el:g?t H(zg?t \RBC Hemoglobm, Hematocnt
‘ Peripheral blood Platelet, Reticulocyte, WBC,
1 Y. N M 27 72 172 ‘WBC dlfferentlatlon
2 | MY. | M| 30 87 181 — e N .
Y. N. 31 75 175 otal protein, Protein fraction,
3 K M Total bilirubin, Indirect bilirubin,
4 Lo Mo 26 63 168 Blood chemistry | COT: GPT, LDH, ALP, LAP,
5 M. Y. M 27 74 174 v-GTP, Total cholesterol, Tri-
6 T. T. M 26 58 173 glyceride, Creatinine, BUN, Uric
7 Y. A. M 45 73 165 acid, Na, K, CI
Mean 30.3 71.7 172.6 1 PH, Color, Occult blood, Protein,
+S.D 6.8 9.3 5.1 Urinalysis 1 Sugar, Urobilinogen, Bilirubin,
. Ketone, Sediment
Time after first administration (days) z’al;liﬁfniasﬁziié;n(aéays)
Item Before i
1 2 3 4 5 6 7 8 3 | 7
Administration 0 A S o O o N o o A o A ¥
Clinical signs and symptoms O O O O O O O O O O
Laboratory test O O O
Blood O O ©)
Sampling Urine O O O
Feces O O O O @)
Fig. 2. Schedule for examination
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01/21 2 3 4 6 fli 12 h
Drug Drug
% 1stadm. 1 l
(Day 1) Blood sampling v Vvw v v v v v
* 7th adm. Urine sampling || [ | [ ]
(Day 3) Water Water
100 ml 100 ml
Drug
% % 22 nd adm. Blood sampling v vwv ¢ v v v v v
(Day 8) Urine sampling LT [ | [ j
Water
100 ml
fasting O
Lunch

(Conditions of determination)

Test organism
Strain: E. coli NIHJ JC-2

Suspension of the test organism: Heart Infusion Agar Slant
Medium (Nissui) is cultured overnight and suspended in 5ml of physiological saline

(ca. 10°CFU/ml)
Plate

Medium : Mueller Hinton Agar Medium (Difco)
Container: Petri dish measuring 90mm in diameter

Amount of medium: Seed layer 10ml
Inoculum size: ca. 10’CFU/ml
Standard Solution

Undiluted solution: 1mg of the Reference Standard (potency) ml of aqueous solution

Diluted solution :
Serum ; Consera (Nissui)

Urine; 1/15M phosphate buffer (pH 7.0)
Feces; 1/15M phasphate buffer (pH 7.0)

Operation procedure
Culture : 37°C, 18~20h

Fig. 3. Sampling intervals of blood and urine
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Serum Feces Urine
homogenized with
0.1 N HCI and diluted
with 1/15 M phosphate buffer | diluted with 1/15 M phosphate buffer solution
solution (pH 7.0) (pH7.0)
centrifuged for 10 min
at 3,000 rpm
Supernatant
Undiluted or diluted urine
Agar well method
Fig. 4. Determination of NY-198 concentration by bioassay
pg/ml
5

Serum concentration of NY-198

200 mg x 3/day for 8 days

Mean+SD (n=7)

24 48 72

=X

120 144 168 192 h

Time after administration

Fig. 5. Simulation curve and measured values of serum concentration
after multiple oral administration of NY-198
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Table 3-1. Laboratory findings before and after multiple oral administration of NY-198
Normal 1* 2% 3% 4*
Item
range B |A-1|A-2| B |A-1|A-2| B |A-1|A-2| B |A-1|A-2
RBC (104/mm3) 410~530 498 | 466 | 483 | 549 | 533 | 547 | 510 | 515 | 521 | 524 | 462 | 491
Hb. (g/dl) 14 ~ 18 15.0 | 14.3 [ 14.6 | 16.1 | 15.6 | 15.8 | 14.9 | 15.0 | 15.2 | 16.4 | 14.4 | 15.4
Ht. (%) 40 ~ 48 45,0 | 42.0 | 43.4 | 47.3 | 45.9 | 46.8 | 44.4 | 44.7 | 45.0 | 48.8 | 43.0 | 45.4
Platelet (104/mm3) 13 ~ 40 29.6 | 25.9|29.2|15.3 |15.5|14.2|15.0 | 15.3 | 15.6 | 24.6 | 22.7 | 26.2
2 Reti. (%) 2~ 23 33 22 21 16 13 9 14 13 6 16 12 13
% WBC (103/mm3) |4,000~8,000 |5,200 5,600 |4,900|5,100|3,900|6,100(6,600|6,200|7,000(7,400|6,700|6,800
28| stab 3~5 | 8| 8| s |s|a]a]s|3]o]7r]3]mn
£ g Seg. 45 ~ 55 59 51 48 39 33 35 54 44 39 45 41 45
'5 Eosino 2~ 4 0 2 3 1 4 4 2 8 7 3 5 4
& | Baso 0~1 5 1 2 2 3 1 0 0 1 2 0 3
(S} Mono 4 ~17 2 7 5 8 2 6 7 4 7 7 9 3
; Lymph. 25 ~ 45 26 31 37 46 55 50 32 41 37 36 42 30
Total protein (g/dl) 6.5~8.3 8.0 7.9( 7.9 7.7| 7.7 7.7| 7.6 7.9| 8.1| 83| 7.3| 8.1
Albumin (g/dl) 54.4~68.2 [ 64.1 | 65.4 | 66.2 | 66.0 | 65.7 | 65.4 | 64.9 | 64.5 | 65.4 | 62.8 | 66.0 | 63.3
a1 2.1~3.7 23| 25| 20| 2.6| 2.6 2.3| 2.0| 2.0| 1.8| 25| 2.2| 2.2
a2z 5.9~11.9 75| 69| 6.6 | 6.2| 6.2 6.6 53| 5.1| 5.0 8.6 7.9| 8.9
B 7.3~11.5 |12.2(12.3 |11.810.9|11.3 |11.6 | 86| 9.5| 8.8 |10.3 | 9.4|10.1
Y 11.9~22.7 [ 13.6 | 12.6 | 13.0 | 14.0 | 14.0 | 14.0 | 18.9 | 18.7 | 18.5 | 15.6 | 14.2 | 15.3
Total bilirubin(mg/dl) 0.4~1.2 0.9| 1.2| 0.7 0.8 0.9 0.4 1.2 1.1 | 1.0 0.5( 0.9 0.3
Indirect bilirubin (mg/dl)| 0.1~0.3 0.2| 0.2 0.1 0.1 0.1f 0.1 0.3| 0.2| 0.2| 0.1| 0.2| 0.1
& GOT (QS)) 8~ 24 10 10 9 14 12 16 14 15 12 16 11 14
.?’. GPT (¢5)) 4~ 23 14 13 11 17 14 17 20 22 21 9 9 9
g LDH () 180~350 244 | 237 | 222 | 307 | 239 | 272 | 269 | 278 | 255 | 251 | 193 | 237
5 | Al-P ) 80 ~260 203 | 193 | 192 | 139 | 130 | 131 86 88 87 225 | 188 | 229
b LAP ) 28 ~ 59 36 36 34 42 35 39 31 37 38 52 43 47
h% 7-GTP (mU/ml) 3 ~ 40 17 14 12 44 34 33 16 20 19 34 35 36
Ch. E. (4pH) 0.6~1.1 1.4 13| 1.4| 15| 1.4| 1.4 1.1| 1.1} 1.1| 1.0| 0.8| 0.9
Total choleste.(mg/dl) 115~250 196 | 183 | 197 | 243 | 212 | 216 | 177 | 199 | 197 | 222 | 192 | 200
Triglyceride (mg/dl) 42 ~155 125 | 130 94 108 | 144 | 142 84 88 79 154 85 257
Creatinine (mg/dl) 0.6~1.1 1.0 1.1 1.2 1.1| 1.2 1.3| 1.1| 1.3| 1.2| 1.6| 1.4 1.5
BUN (mg/dl) 7~ 20 14 18 20 19 12 12 9 11 12 21 16 21
Uric acid (mg/dl) 3.0~7.0 69| 66| 6.9| 9.4| 84| 93| 6.8 80| 7.1| 8.1| 6.0| 8.0
Na (mEq/L) 134~147 141 | 142 | 142 | 140 | 143 | 142 | 142 | 143 | 143 | 143 | 143 | 142
K (mEq/L) 3.1~4.8 43| 40| 46| 40| 3.9| 40| 3.7| 4.1| 4.4| 4.8| 3.9| 4.3
Cl (mEq/L) 97 ~109 101 | 106 | 102 | 102 | 104 | 103 | 100 | 103 | 101 99 104 | 101
Color Y Y Y Y Y Y Y Y Y Y Y Y
pH 4.5~8.0 70| 65| 6.0| 6.0| 55| 6.0/ 6.0| 85| 5.5| 6.0 6.0| 6.0
Occult blood - - - - - - - - — - - - -
" Protein - + + + |1+ | £ |1+ | £ + + + + t
‘%2 | Sugar - - - - - - - - - - - - -
= | Urobilinogen + £ 1 |1+ [+ |+ |1+ | £ |+ |1+ |1+ | £ | H
2 | Bilirubin - - === =] == =]=1=1=1-=
P | Ketone - - — - - - - - - _ — - —
Sediment RBC 0~1/1 -l == === =]=1=1]1=1=1-=
(/hpf) WBC 0~5/1 1~2/11/1~2| 1/10 1~3/1)1~2/1]1/1~2|1~2/1|1~2/1|1~2/1|1~2/1]1/1~2[2~3/1
Epithelium 0~15/1 - - [5~6/1 — - - [1~2/11~2/11~2/1 — - -
B: 1 week before first administration, A-1: day of final administration, A-2: 1 week after final
administration
Y : yellow

* ; volunteer No.
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Table 3-2. Laboratory findings before and after multiple oral administration of NY-198
Normal 5% 6% 7*
Item
range B [A-1|A-2| B |A-1|A-2| B |A-1]|A-2
RBC (10¢/mm3) 410~530 540 | 522 | 545 | 477 | 446 | 453 | 527 | 526 | 535
Hb. (g/dD) 14 ~ 18 16.5|16.0 | 16.6 | 14.0 | 13.4 | 13.6 | 15.6 | 15.5 | 16.0
Ht. %) 40 ~ 48 | 48.8 | 47.6 | 49.4 | 43.0 | 40.1 | 40.6 | 46.4 | 46.3 | 47.6
Platelet (10%4/mm3) 13 ~ 40 31.5 [ 28.5|34.0|28.2|26.3|26.1|18.5|18.820.3
& | Reti. (%®) 2~23 | 15 | 10 | 10 6 4 3 20 | 12 | 13
,g_ WBC (103/mm3) | 4,000~8,000|8,300 (6,900 6,400 |4,600|4,600|4,800 5,800 6,300 6,500
8
S| 8| stav. 3~5 8 | 4| 7|6 | 6| 6| 4 |12]|1n
o g | Seg 45 ~ 55 66 55 | 66 40 | 37 51 45 | 50 50
5 Eosino 2~ 4 1 1 1 5 5 3 2 8 4
& | Baso 0~1 1 0 1 0 3 4 0 3 2
&) Mono ~ 1 5 11 1 3 5 7 9 5 7
; Lymph. 25 ~ 45 19 29 24 46 45 29 40 23 28
| Total protein  (g/dl) 6.5~8.3 7.7 7.8| 8.2 79| 7.8| 79| 7.4| 7.1| 7.5
Albumin (g/dl) 54.4~68.2 | 66.1 | 66.0 | 67.0 | 64.1 | 64.2 | 65.7 | 67.6 | 68.7 | 68.0
@, 2.1~3.7 2.4| 23| 2.1| 25| 2.4| 2.1 2.7| 2.5| 2.4
a2 5.9~11.9 6.9| 66| 6.4 6.7| 7.1| 6.8 7.0| 6.7| 7.3
B 7.3~11.5 [11.2|11.1|10.4| 9.3 | 8.8 | 8.5|10.8|10.6 | 10.9
bd 11.9~22.7 | 13.2 | 13.7 | 13.9 | 17.2 [ 17.3 | 16.5 | 11.6 | 11.2 | 11.2
Total bilirubin(mg/dl) 0.4~1.2 0.4 0.9/ 03| 0.6 0.6 0.3| 0.4 0.7| 0.8
Indirect bilirubin (mg/dl)| 0.1~0.3 0.1/ 0.1 0.1| 0.1| 0.1 0.1} 0.1} 0.1| 0.1
» | GOT w 8 ~ 24 7 13 | 12 | 13 9 9 12 | 14 | 13
"é GPT ) 4 ~ 23 6 9 7 11 6 6 16 17 17
g LDH ) 180~350 271 | 306 | 288 | 217 | 204 | 225 | 353 | 350 | 318
5 | Al-P [¢0)) 80 ~260 163 | 142 | 163 | 130 | 126 | 129 | 151 134 | 134
- LAP Q%)) 28 ~ 59 31 38 39 132 34 34 37 44 37
'52 v-GTP (mU/ml) 3 ~ 40 16 17 16 8 7 8 24 25 29
Ch. E. (4pH) 0.6~1.1 1.3| 1.3| 1.4| 09| 0.9 0.9 1.0| 1.0| 1.1
Total choleste.(mg/dl) 115~250 195 | 195 | 197 | 193 | 191 187 | 251 | 263 | 266
Triglyceride (mg/dl) 42 ~155 125 | 143 | 131 | 109 62 69 242 | 171 | 204
Creatinine (mg/dl) 0.6~1.1 1.3| 1.0 1.0} 0.9 1.0| 0.9 1.4| 1.3| 1.4
BUN (mg/dl) 7~ 20 15 18 19 13 14 16 14 14 14
Uric acid (mg/dl) 3.0~7.0 50| 5.0| 5.7| 6.8| 6.1| 6.4 | 7.1 | 7.2| 7.7
Na (mEq/L) 134~147 141 | 140 | 142 | 142 | 146 | 142 | 146 | 143 | 142
K (mEq/L) 3.1~4.8 4.2 3.9| 43| 45| 4.1 | 45| 4.4| 40| 4.3
Cl (mEq/L) 97 ~109 101 | 102 | 101 | 103 | 107 | 102 | 103 | 106 | 102
Color Y Y Y Y Y Y Y Y Y
pH 4.5~8.0 70| 6.0 6.5| 6.0| 55| 6.0 6.0| 5.5| 5.5
Occult blood - - - - 2+ - - - - *
Protein - + + x t + - * - +
E Sugar - - - - - - - - - -
2 | Urobilinogen + M+ |+ | £ | £ | £ £ x| ]|
£ | Bilirubin - -l === =-1-=-1-1-1-
= | Ketone — - - - - - - - - -
Sediment RBC 0~1/1 - - — [2~3/1 — [1~2/1 - - |1/2~3
WBC 0~5/1 3~4/11~2/1] — |6~7/1|1~2/12~3/1 1/1~2(1~2/12~3/1
BPD) | Brithelium | o~15/1 | — | — |1/10 s~61] — [~2/1 — | — [~6/1
B : 1 week before first administration, A-1: day of final administration, A-2: 1 week after
final administration
Y : yellow
* : volunteer No.
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Table 4. Serum concentration of NY-198 after multiple oral administration
Multiple iVolunteer | Time after administration (h) zg/ml

administration No. Before| /2 1 2 ’ 3 ’ 4 ’ 6 ’ 8 12
1 0 2.10 1.40 1.55 1.05 0.86 0.68 0.56 | N. T
2 0 0.82 1.37 0.99 0.69 0.61 0.50 0.33 [ N. T
3 0 0.12 0.76 0.63 0.52 | 0.49 0.36 0.28 | N. T
1st. administration 4 0 1.84 1.93 1.04 0.86 0.90 0.68 0.51 [ N.T
5 0 0.14 1.96 1.44 1.00 0.80 0.54 0.46 | N. T
(Day 1) 6 0 | 2.68| 2.23| 1.04 | 1.53 | 1.22 | 0.96 | 0.87 | N. T
7 0 2.80 2.41 1.37 1.08 1.05 0.81 0.77 | N. T

Mean 0 1.50 1.72 1.28 0.96 0.85 0.65 0.55

+ S.D. 1.14 0.56 0.43 0.32 0.25 0.20 0.21
1 0.79 1.98 1.97 1.8 1.47 1.29 1.00 0.82 | N. T
2 0.74 1.98 2.07 1.41 1.11 1.01 0.90 0.69 [ N. T
3 0.86 0.90 1.59 1.61 1.28 1.29 1.18 0.95 | N. T
7th. administration 4 1.10 3.41 2.37 1.79 1.63 1.63 1.28 1.01 [ N. T
5 0.81 0.86 2.69 2.16 1.54 1.22 0.91 0.7 [ N. T
(Day 3) 6 1.66 | 4.00 | 4.22 | 3.08 | 2.49 | 2.18 | 1.83 | 1.61 [ N. T
7 1.73 2.12 3.81 3.21 2.20 2.15 1.75 1.36 | N. T

Mean 1.10 2.18 2.67 2.16 1.67 1.54 1.26 1.03

+ S.D. 0.42 1.18 0.98 0.71 0.50 0.47 0.39 0.33
1 0.91 3.58 2.52 1.78 1.59 1.29 1.08. | 0.84 0.67
2 0.72 0.98 1.97 1.41 1.06 0.99 0.86 0.69 0.52
3 0.51 2.12 1.65 1.20 1.12 1.04 1.01 0.79 0.57
22nd. administration 4 1.46 2.25 3.76 2.71 2.31 1.94 1.74 1.38 1.05
5 0.85 1.91 2.21 2.00 1.61 1.34 1.00 0.78 0.53
(Day 8) 6 1.67 | 3.04 | 4.85 | 2.80 | 2.42 | 1.92 | 1.73 | 1.59 | 0.96
7 1.41 3.37 2.92 2.13 1.74 1.76 1.49 1.11 0.90
Mean 1.08 2.46 2.84 2.00 1.69 1.47 1.27 1.03 0.74
+8S.D. 0.44 0.92 1.12 0.61 0.53 0.40 0.37 0.35 0.22

N. T.: not tested

FRAp X PEHELS, H00E]37.9%, 7E B 65.8%, 226 H
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272

m #*

¥FEOX /o AINY-198 200mg 1 B 2 @3 L tF1
[1300mg 1 B 3 [ 7 A FEMARE TOR M & g
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A, Br2RB3AROEERKARELFRINS 1A
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WEERAIRET 21T 5 7
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Table 5. Pharmacokinetic parameters of NY-198 in volunteers following multiple oral administration

Multiple Volunteer A B kab @ B T ti 2 | AUCo-00
administration No. pg/ml | pg/ml h™t h-1 h™? h h pgeh/ml

Mean(7) * | 1.647 1.208 3.472 0.939 0.105 0.17 6.60 12.4

1 2.910 1.460 8.100 3.200 0.126 0.36 5.50 12.0

2 1.585 0.652 3.646 0.829 0.066 0.34 10.50 11.2

Ist 3 0.047 0.769 9.525 0.655 0.139 0.48 4.99 5.5

.. . 4 10.983 1.081 3.275 2.375 0.095 0.22 7.29 12.3
administration

(Day 1) 5 1.928 1.041 4.410 0.822 0.117 0.49 5.92 10.6

6 1.118 1.793 | 16.662 0.559 0.105 0.12 6.60 19.0

7 5.918 1.254 3.769 1.612 0.070 0.13 9.90 19.7

Mean 3.498 1.150 7.055 1.436 0.103 0.31 7.24 12.9

+ 8. D. 3.784 0.394 4.885 1.012 0.028 0.15 2.16 5.0

Mean(7) * | 1.306 0.841 4.081 0.513 0.075 0.29 9.24 13.2

1 18.635 1.438 2.606 2.534 0.129 0.01 5.37 10.8

2 2.131 0.537 4.215 1.066 0.068 0.24 10.19 9.3

Tth 3 0.102 0.805 3.645 1.404 0.077 0.69 9.00 10.3

.. . -4 5.065 1.239 5.684 2.772 0.098 0.10 7.07 13.4
administration

(Day 3) 5 3.523 0.435 3.013 0.755 0.055 0.49 12.60 11.3

6 3.860 1.033 4.267 0.917 0.061 0.24 11.36 20.0

7 2.302 0.740 5.292 0.360 0.061 0.44 11.36 18.0

Mean 5.088 0.890 4.103 1.401 0.078 0.32 9.56 13.3

+ 8. D. 6.176 0.366 1.125 0.914 0.026 0.24 2.59 4.1

Mean(7) * | 2.235 0.926 5.463 1.149 0.081 0.34 8.56 12.8

1 20.259 1.338 3.850 2.974 0.117 0.00 5.92 12.6

2 1.712 0.537 7.381 1.443 0.071 0.48 9.76 8.4

22nd 3 2.607 0.565 4.838 1.845 0.068 0.00 10.19 9.1

. . 4 2.301 0.805 7.140 0.643 0.059 0.45 11.75 16.8
administration

(Day 8) 5 9.741 1.049 1.268 0.993 0.106 0.05 6.54 11.2

6 11.495 1.439 4.261 2.204 0.088 0.43 7.88 18.6

7 3.334 1.091 4.381 1.431 0.082 0.04 8.45 14.6

Mean 7.350 0.975 4.731 1.648 0.084 0.21 8.64 13.0

+S.D. 6.897 0.355 2.080 0.778 0.021 0.23 2.07 3.8

*: Mean serum concentration of 7 volunteers
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Table 6. Urinary excretion of NY-198 after multiple oral administration
. . Cumulative urinary
Urinary concentration (#g/ml) Y
Multiple Volunteer recovery (%)
Time after administration (h) Time after administration (h)
administration No. T
Before. 0~2 | 2~4 | 4~6 | 6~8 ! 8~12| 0~2 | 0~4 | 0~6 | 0~8 | 0~12
1 ‘ 0 288 325 384 334 | N.T.; 13.2| 25.4| 35.2 | 42.6 [N.T.
2 0 240 252 183 242 | N.T.| 11.6 | 22.2 | 29.5| 35.1 [N.T.
3 0 103 149 45 44 'N.T., 6.8! 15.4| 22.0| 27.8|N.T.
.. . 4 0 357 220 142 170 | N.T.| 11.5| 21.6 | 29.6 | 36.4 |[N. T.
1st administration
5 0 203 129 191 144 | N.T.| 14.0| 22.0 | 32.4 | 41.1 [N.T.
(Day 1) 6 0 | 351 | 520 | 209 | 354 N.T. 13.4 25.9| 34.9| 42.3 |N.T.
7 0 | 288 211 257 173 | N.T.' 13.2 ‘ 22.7| 31.9| 40.0 |[N. T.
Mean 0 261 259 214 209 ‘ 12.0 | 22.2 | 30.8 | 37.9
+S.D. | 0 89 | 135 | 110 | 110 i 25| 3.4| 45| 5.3
1 62 282 577 433 305 | N.T.| 23.6 | 43.8| 59.4 | 70.2 [N. T.
2 277 520 396 245 387 | N.T.| 23.1| 39.2| 51.7 | 65.4 [N.T.
3 178 255 282 241 188 | N. T.| 21.2| 39.3 | 54.1 | 69.2 [N.T.
7th administration 4 633 734 574 357 406 | N.T.| 28.6 | 31.1| 37.1| 47.5 [N.T.
5 186 437 308 104 168 | N.T.| 24.9| 46.3 | 56.3 | 61.1 |N. T.
(Day 3) 6 889 | 649 | 644 | 405 | 396 | N.T.| 27.4 | 44.8 | 61.0 | 74.3 |N. T.
7 355 385 381 308 236 | N.T.| 22.4| 42.3| 59.3 | 73.2 |N. T.
Mean 369 466 452 299 298 24.5| 41.0| 54.1 | 65.8
+ S.D. 292 180 144 113 102 2.7 5.1 8.2 9.3
1 400 497 692 675 368 277 | 27.2 | 43.1| 57.0 | 68.7 | 86.7
2 102 167 396 280 277 194 | 19.7 | 37.4 | 50.9 | 63.2 | 83.7
3 111 266 237 172 107 141 | 20.3 | 34.1| 47.2| 59.7 | 75.7
22nd administration 4 621 762 437 263 459 110 | 15.0 | 26.8 | 42.6 | 55.6 | 79.0
5 442 537 470 201 232 120 | 23.3 | 44.8 | 61.6 | 75.4 | 94.7
(Day 8) 6 669 | 669 | 811 | 527 | 538 | 342 | 24.2 | 42.2 | 56.1 | 69.7 | 92.3
7 161 325 249 284 229 158 | 21.4 | 37.0 | 50.4 | 62.5| 83.3
Mean 358 460 470 343 316 192 | 21.6 | 37.9| 52.3 | 65.0 | 85.1
+ S.D. 238 218 214 186 148 87 3.9 6.2 6.4 6.7 6.8
N. T. ! not tested
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Table 7. Fecal concentration of NY-198
after multiple oral administration

Time after first Time after final
Volunteer administration administration
(days) pg/g (days) vg/g
No. 2 | 4| 6 | 8 3
1 155 | 287 | 201 | 349 1
2 238 | 243 | 199 | 268
3 11 | 188 | 313 | 139 38
4 166 | 248 | 309 | 341 11
5 12 | 254 | 225 | 229 6
6 22 | 454 | 360 | 347 6
7 359 | 581 | 581 | 309 5
Mean 138 | 322 | 313 | 283 10
+S.D. | 132 | 141 | 134 78 13
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PHARMACOKINETICS OF NY-198

Satoru TakanasH, YosHiakl Nacayama, Daniro Tsujino, SaToru Narto and Kazuniko Someya
Third Department of Internal Medicine, School of Medicine, St. Marianna University, Kawasaki

Hipeo Yamapa, Takayosut Ocuma and KENj1 SHIMAMURA
Shionogi Research Laboratory, Shionogi & Co., Ltd., Osaka

NY-198, a new synthetic antimicrobial agent, was administered orally at 200mg t.i.d. for eight days (22 times
in all) to seven healthy male adult volunteers to investigate the safety and pharmacokinetic properties of the
drug.

Peak levels of the mean serum concentration were 1.72 ug/ml for the first, 2.67 ug/ml for the seventh and
2.84 ug/ml for the 22nd administration, and were each achieved at 1 h.

Mean values of biological half-life (t 1/28) were 7.2 h for the first, 9.6 h for the seventh and 8.6 h for the
22nd administration.

The serum concentration-time curve, simulated using parameters obtained by analysis of the data after the
first administration, shows that concentration increases until the fourth administration and then remains at a
steady state.

Moreover, the simulated values were comparable with the observed values at the seventh and 22nd adminis-
trations, suggesting linearity in the drug’s pharmacokinetics during multiple dosing.

Mean values of urinary recovery during the 0~8 h interval were 37.9% for the first, 65.8% for the seventh
and 65.0% for the 22nd administration.

Mean values of fecal concentration were 138 ug/g for the second day, 322 ug/g for the fourth day, 313 xg/
g for the sixth day, 283 ug/g for the eighth day during administration and 10 zg/g for the third day after the
last administration.

No side-effects, notable adverse reactions or abnormal laboratory data were noted during multiple administr-
ation.



