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Fig.1. Chemical structure of T-3262.
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oto TA7 1Y vl T-3262 ORI L D Table 2. Background of patients
Blfh, T 4, 6, 8 12 RS I ERE TS Age Male Female Total
=T o ‘ 18~19 0 1 1

47 4V v OEBHFEH 7 4 — 5 —% Table 7 20~29 1 1 2
WRLte 7A7 4 VY2 VT I VAT A7 4 ) VE 30~39 1 1 2
¥ 50 4 4 61.4326.68mlfkg/h T % 5 O L, gg~;‘g 2 z i

B =4 -
T-3262 & DBHEOHE 4006387 mifkg/h LEEL 60~69 7 3 10
B> 1 ‘ 70~79 3 1 4
II1. * = 80~88 2 0 2
T-3262 B EILETE G FEPRR TR S Total 18 9 27
Table 3. Clinical result of T-3262
No. of cases | Excellent Good Fair Poor Efficacy rate (%)
Bronchitis 6 4 1 1 0 83.3
Chronic bronchitis 12 2 4 5 1 50.0
Bronchiectasis 6 2 4 0 0 100
Others 3 1 2 0 0 100
Total 27 9 11 6 1 74.1
Table 4. Bacteriological effect of T-3262
. ) Eradication
Isolates No. of strains | Eradicated | Decreased | Unchanged | Unknown
rate (%)
S. aureus 4 4 0 0 0 100
S. prneumoniae 3 2 0 1 0 66.7
K. pneumoniae 1 1 0 0 0
K. oxytoca 1 1 0 0 0
H. influenzae 6 6 0 0 0 100
P. aeruginosa 6 1 1 3 1 20.0
Total 21 15 1 4 1 75.0
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T-3262:150 mg p.o.
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Fig. 2. Effect of T-3262 on blood theophylline
concentration.
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Table 6. Theophylline concentration with and without T-3262 treatment
Case 0 0.5h 1h 2h 4h 6h 8h 12h
1 2.87 2.84 3.10 3.62 4.50 4.36 3.61 2.61 (ug)
2 3.86 3.86 4.24 4.84 5.55 6.18 5.04 3.67
3 6.98 7.10 7.98 8.75 7.10 5.58 4.90 4.00
4 5.90 7.41 8.11 9.40 7.15 5.74 4.84 4.26
Without T-3262 5 3.18 4.20 4.61 5.81 4.93 4.30 3.76 3.14
6 2.40 2.45 2.85 3.10 3.32 2.72 2.42 2.20
7 3.14 4.17 4.51 4.81 4.51 3.92 3.74 3.01
Mean 4.05 4.58 5.06 5.76 5.29 4.69 4.04 3.27
SE 0.65 0.74 0.81 0.92 0.54 0.46 0.36 0.28
1 5.36 5.49 5.52 5.58 6.03 6.11 6.60 5.51
2 5.19 6.05 6.11 6.51 7.77 6.82 6.72 5.40
3 8.22 8.59 8.84 8.98 10.48 10.33 9.34 7.84
4 4.81 6.36 8.16 8.80 10.53 8.56 7.26 6.07
With T-3262 5 5.97 7.11 7.55 7.74 8.21 7.39 7.19 6.03
6 3.22 3.46 3.71 4.48 5.37 4.59 4.41 2.80
7 5.67 6.41 7.48 7.59 7.41 6.85 6.53 5.07
Mean 5.49 6.21 6.77 7.10 7.979 7.24% 6.86" 5.53%
SE 0.57 0.59 0.67 0.63 0.75 0.69 0.55 0.57
¥ <0.05 » p<0.01

Table 7. Pharmacokinetics of theophylline with and without T-3262 treatment

Parameter Without T-3262 With T-3262
Coux  (12g/ml) 6.11+ 0.84 8.08% 0.722
tmae  (h) 3.14% 0.59 4.29+ 0.68
AUC: (u#g-h/ml) 54.37+ 5.77 82.27+ 7.23»
CL  (ml/kg/h) 61.43+ 6.68 40.06% 3.879
CLx (ml/h) 417.2 £41.2 420.8 +43.0
2 p<0.05 » p<0.01
Coax =maximum steady-state concentration observed

tmax =time at Cio,

AUC:=area under the theophylline concentration time-curve within the dosage

interval 7

CL =total clearance calculated as CL=f-dose/AUC

CLg =renal clearance calculated as CLr=CL-U:/f-dose

U: =urinary recovery within 7

f =the bioavailable fraction of dose was assumed to be 1.0
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T-3262 IN RESPIRATORY TRACT INFECTION AND
EFFECT ON BLOOD THEOPHYLLINE
CONCENTRATION

Kenichr Yamaki, Kenzo Takaci, Ryujiro Suzuki,
Tosuiakr Sumita, Hipeo Gonpa and TaTsuo SATAKE

Second Department of Internal Medicine, School of Medicine,
Nagoya University
65 Tsurumai-cho, Showa-ku, Nagoya 466, Japan
Motouipe Sasamoto, Tomovasu Sasaki and Kousuke Honpa

Respiratory Division, Department of Internal Medicine,
Higashi Nagoya National Hospital

Yasunosu Nopa and Micuie KaNeEko

Respiratory Division, Department of Internal Medicine,
Toyohashi City Hospital

Takaaxkt Hasecawa
Hospital Pharmacy, School of Medicine, Nagoya University

T-3262, a pyridone-carboxylic acid antimicrobial agent, having potency against Gram-positive and
-negative bacteria, was administered at a daily dose of 450mg to 27 patients with respiratory tract
infection. ’

The overall clinical efficacy was 74.1% and the causative organisms- were eradicated in 15 of 20
patients.

Abnormal laboratory values (increase of LDH) were detected in one patient, but no side effects
were observed.

Blood theophylline concentrations, measured in 7 healthy volunteers, increased 1.5 fold with con-
comitant T-3262, but did not rise to a toxic value. From these results, it appears that T-3262 is a
valuable antimicrobial agent against respiratory tract infections.



