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Table 1. Summary of healthy volunteers

Age Weight

C S

ase ex (yrs) (kg)
K.K Male 22 76.0
K.S Male 22 80.0
T.H Male 22 67.0
T.Y Male 22 85.0
Y.Y Male 22 71.0
M. A. Male 23 75.0

Mean+S.E. 22.24+0.2 75.7+2.6

EEfi% & &12, one compartment model iz L7=3%» T,
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Table 2. Serum levels of T-3262 and norfloxacin in healthy volunteers, cross over (n=6)

Serum levels (ug/ml)
Drug Case
1 1.5 2 3 4 6 8
K. K. 0.12 0.20 0.20 0.36 0.32 0.22 0.15
K. S. N.D. N.D. 0.05 0.42 0.35 0.26 0.19
T.H. N.D. 0.25 0.41 0.38 0.27 0.16 0.12
T.Y. 0.70 0.73 0.47 0.36 0.29 0.18 0.14
T-3262 Y. Y. 0.39 0.52 0.60 0.50 0.44 0.27 0.20
150 mg M. A. 0.06 0.16 0.26 0.27 0.24 0.15 0.11
Mean 0.21 0.31 0.33 0.38 0.32 0.21 0.15
+ + + + + + + +
SE. 0.11 0.11 0.08 0.03 0.03 0.02 0.01
K. K. 0.36 0.52 0.56 0.38 0.28 0.18 0.13
K. S. 0.22 0.36 0.48 0.41 0.31 0.16 0.12
T.H. N.D. 0.21 0.28 0.36 0.36 0.24 0.14
. T.Y. 0.18 0.62 0.72 0.35 0.26 0.13 0.10
Norfloxacin Y. Y. 0.26 0.26 0.28 0.49 0.38 0.19 0.12
200 mg M. A. N.D. N.D. 0.16 0.40 0.43 0.21 0.13
Mean 0.17 0.33 0.41 0.40 0.34 0.19 0.12
+ + + + + + + +
S.E. 0.06 0.09 0.09 0.02 0.03 0.02 0.01
N.D.: <0.039
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Table 3. Pharmacokinetic parameters of T-3262 and norfloxacin in healthy volunteers

Vd/'F Ka Kel Time lag T2 Crmax Threx AUC
Drug Case ) (het) | (hrt) (hr) (hr) | (ug/mD | (hr) | (ugeho/mi)
K.K 175.0 0.37 0.37 0.63 1.89 0.32 3.39 2.34
K.S. | 3107 13.54 0.16 | 1.9 4.38 0.46 2.32 3.05
T.H. | 285.0 2.99 0.26 1.28 2.69 0.42 2.17 2.05
T.Y 193.4 22.97 0.32 0.89 2.18 0.73 1.08 2.44
T-3262 Y. Y. 192.5 1.59 0.21 0.53 3.30 0.57 2.00 3.71
150 mg M. A. 343.2 0.93 0.25 0.86 2.79 0.27 2.79 1.76
Mean 249.9 7.07 0.26 1.03 2.87 0.46 2.29 2.56
+ x + + + + + + +
SE 29.3 3.76 0.03 0.22 0.36 0.07 0.32 0.29
K.K 218.3 3.07 0.28 0.75 2.50 0.54 1.61 2.47
K.S. 210.4 1.27 0.32 0.71 2.20 0.45 2.17 2.26
T.H. 201.7 0.63 0.32 0.99 2.17 0.37 3.18 2.33
T.Y 155.1 2.83 0.48 0.93 1.44 0.67 1.68 2.01
Norfloxacin Y. Y. 141.0 0.43 0.43 0.41 1.63 0.39 2.76 2.50
200 mg M. A. 142.1 0.65 0.53 1.73 1.31 0.43 3.43 1.99
Mean 178.1 1.48 0.39 0.92 1.68 0.48 2.47 2.26
+ + + + + + + + +
SE. 14.6 0.48 0.04 0.18 0.20 0.05 0.21 0.09

Table 4. Urinary excretion of T-3262 and norfloxacin in healthy volunteers, cross over (n=6)

0—2h 2—4h 4—6h 6—8h 0—8h

Drug Case Level | Recovery| Level |Recovery| Level |Recovery| Level |Recovery|Recovery| Rate
(pg/ml)| (mg) |(pg/mD| (mg) |(xg/ml)| (mg) |(gg/mD| (mg) (mg) %)

K.K. | 37.4 | 4.6 75.3 | 12.0 | 41.3 8.26 | 12.2 5.67 | 30.6 | 30.0

K.S.| 5.8 | 04 | 1025 | 103 | 81.3 8.21 | 26.8 456 | 23.4 | 22.9

T.H. | 4.9 | 5.1 47.8 | 6.3 | 36.6 6.41 | 16.7 426 | 22.0 | 216

T.Y. | 72.4 | 15.2 50.2 | 12.6 | 55.1 9.92 | 13.3 452 | 42.2 | 41.4

T-3262 Y.Y.| 57.8 | 11.8 65.2 | 13.0 | 58.4 7.30 | 44.8 6.27 | 33.5 | 37.7
150 mg M A. | 34.2 4.3 30.8 | 6.6 | 30.6 5.05 | 15.7 2.83 | 18.8 | 18.4
Mean | 41.9 | 6.89 | 62.0 | 10.1 | 50.6 7.53 | 21.6 | 4.69 | 29.3 | 28.7

+ + + + + + + + + + +

SE. 9.26| 224 | 102 ] 1.22| 754 | 069 | 5.10 | 0.49 3.8 | 3.80

K.K. | 105 17.7 47.5 | 19.0 | 33.0 8.25 | 16.8 | 6.13 | 51.1 | 25.6

K.S. | 9.8 | 11.4 78.5 | 14.7 | 33.4 6.75 | 21.6 3.89 | 36.7 | 18.3

T.H. | 327 | 5.9 41.8 | 11.1 | 37.8 8.51 | 15.8 3.63 | 29.1 | 14.6

' Sl Ty 1688 | 177 | 110 19.3 | 47.9 8.86 | 27.7 | 5.26 | s51.1 | 25.5
Norfloxacin |y v | 843 | 8.4 | 1888 | 13.2 | 81.3 8.94 | 43.3 | 4.98 | 35.6 | 17.8
200 mg M A. | 2.3 3.2 81.0 | 11.7 | 54.3 | 100 | 25.3 4.93 | 208 | 14.9
Mean | 86.0 | 10.7 91.3 | 14.8 | 48.0 8.55 | 25.1 4.80 | 39.0 | 19.5

+ + + + + + + £ + £ £

SE. | 21.4 247 | 22,0 | 1.46 | 7.50 | o0.44 | 4.11 | 0.38 4.05 | 2.02

TH Do T-3262 OREMAEE (Cmax) (L 0.46 pg/ MHEIZERETH-7cd DD, Tiyp 1 T-3262 HiK
ml, 5 % o o 8 FE 2R (T max) 2. 29 RefEl, Mrp 2% {, AUC Lo K& efETH - 12

B (Ti) 2.87 B, MmApREHRTEE (AUC) 2) [Repokit
2.56 ug-hr/ml T, NFLX TixthFh 0.48 pg/ml, T-3262 150 mg, NFLX 200mg %5 1=l 0 Reh

2.47 B5RE, 1.88 WERY, 2.26 pg-hr/ml TH Y, Cmax (T Peiftix Table 4, Fig.2 WRT Lk h Th 2, RebiBpE
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Table 5. Clinical results with T-3262

Age Clinical diagnosis

No. Case Sex | (Underlying disease)

Organisms

T-3262 Response

Side

Daily d ration . . .
aily dose | Duration Clinical | Bacteriological | effects

(mg) (Days)

39 Acute bronchitis
F (Chronic nephritis)

63 Chronic bronchitis

2 C.N. F (Bronchiectasis) NF
57 .
3 K. U. M Acute bronchitis N.F.

75X2 8 Good Inevaluable -
75X2 11 Good Inevaluable -~
75X2 8 Good Inevaluable -

N.F.: Normal Flora

Table 6. Laboratory data on T-3262 administration

C RBC Hb PLT GOT GPT ALP BUN Cr

No. ase (x104Ymm®) | (g/dl) | (x10Ymm®)| (U/ml} | (U/ml) |(BL U/) | (mg/dl) | (mg/dl)
1 Y. M B 433 14.3 36.5 15 11 2.1 14 0.7
. A 473 14.8 34.6 11 4 2.0 16 0.9
2 C.N B 404 10.7 19.7 16 2 2.7 17 0.8
I A 396 10.8 16.2 17 4 2.7 14 0.8
K.U B 499 15.3 25.2 12 9 1.1 18 1.0
3 T A 502 15.5 25.1 19 6 1.2 13 1.0

B . Before A . After

1%, T-3262 150 mg PRR%E D FIHRpBE R L O Rk
HrEix, 0~2 BFRIR T 41.9 pg/ml & 6.89mg, 2~ 4
BEfEIR T 62.0 pg/ml, 10.1mg, 4~ 6B T 50.6
pg/ml, 7.53mg, 6~8 BERR T 21.6 pg/ml, 4.69 mg,
8 BEfE ¥ To EIRERIL 28.7% T H-1to NFLX 200
mg MR OBEIE, 0~2 BFRERT 86.0pug/ml &
10.7mg, 2~4 REMHEK T 91.3 pg/ml, 14.8 mg, 4~6 B
IR T 48.0 pg/ml, 8.55mg, 6~8 BEEIRE T 25.1 pg/
ml, 4.80mg L7ch, 8BEME TOMENREZ 19.5% T
Hots

2. BRI
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PR BRRERIE 3O (BMKEL K 20, BHSESS
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B2 75mg ¥ 1B 2@ERERE Lic, HRLHIZ 8~
11 HETH b, REiL 1200~1650mg TH - f=,

BRBREOHES, FHFOEMAAE 3 BUACE -
LR ROBELZEDILDOLESL, 7 HUADO L D%
BRE Lico ThIUEDBHEEELRAS SHENED
DRI DECRER, ok XEMRDL R
ohy, BlAELAcb O ERE L,

2) ERRAK

AF 2 ER LI Table 5 127346 Th B,

BRI EIILB LB IZEBR TS - 7o MEFMZIE 2L
ThLBLENDEIN TR ST, FMRETS - 0

FRRE 7 B EREIER LMD Sht, BEK

EEOREETH S BD b hich - (Table 6),
. # =

T-3262 REIMEETE@E THRES R, FLLF
/e Y ROFEETH D, RIL - Btk 7 & OB S
ZOWTERE L,

R ALERES 6 £ic T-3262 150 mg »EHA 30 4>
BARISEcmHBEY, A—4%4T <o NFLX 200
mg PR DL LB Lz, F DR, MiETizNR
3 FFfEIRIC 0. 38 pg/ml DBEEIE L, LI 2. 87 BERY
D Ty o> THEHR LIc, HBE T2 AR 2BEREI%IZ
0.41 pg/ml DEEMEIZ/ D, L% 1.88 B T, %
Lo TR Lico 2D 5IZMlH & L AigiclFigER
ﬁ%/__}:\' L. %ﬂﬁ%ﬁ%/{ TA=Z =TT i)' Cmax.
Tmax, AUC THiEIZ 0.46 pug/ml, 2.29 hr, 2.56 pg-
hr/ml, #3132 0.48 pg/ml, 2.47 hr, 2.26 pg-hr/ml 2i3
IERARD bicavailability %R Lz, ¥ 72, KANIRHEIC
R LT B MPRENBON5 &5 HiEN B
BV ZOZ LIXZEERRIC RS Ltk B R bh st
BIER BO, Bred) #RET I LA BETE
b, ARIOKRE ILFIETH Do A%k LU NFLX o
8EfH ¥ TO RePEUREIL, FTET 28.7%, HKET
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CLINICAL STUDIES ON T-3262

Kouva SHisa, ArtsusHr Sarto, JiNGoro SHimaDpA, TAkeHIsA Yamajl,

Masanosu Kaji, Skt Horr and Tapasut MiyaHAra

Second Department of Internal Medicine. School of Medicine,
The Jikei University
3-25-8 Nishi-shinbashi, Minato-ku, Tokyo 105, Japan
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We investigated the absorption, excretion and clinical efficacy of T-3262 and obtained the following

results.
1) Absorption and excretion

Six healthy adult volunteers were given T-3262 at 150 and 200 mg 30 min after a meal in a

cross-over trial.
ml at 2h.

excretion rate was 28.7% 8h after administration.

The peak serum level of T-3262 was 0.38 ug/ml at 3h, and of NFLX was 0. 41ug/
The peak urinary concentration of T-3262was 62.0 u#g/ml (2-4 h) and the mean urinary

The peak urinary concentration of NFLX was

91.3 ug/ml (2-4 h) and the mean urinary excretion rate was 19.5% 8 h after administration. The
serum half-life of T-3262 and NFLX was 2.8 h and 1.88FL.

2) Clinical results

T-3262 was given crally to 3 patients, 2 of whom had "acute bronchitis and 1 chronic bronchitis,

at a dose of 150 mg/day.
Clinical efficacy was good in all the cases.

No side effect or abnormal laboratory value was observed.



