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Table 1. Background of volunteers

Volunteer Sex Age Height Weight Smoking
no. (yrs) (cm) (kg) habit
1 M 34 173 75 -
2 M 26 169 59 +
3 M 31 176 83 -
4 M 36 175 70 +
5 M 30 175 69 +
6 M 31 164 58 -
31.3 172.0 69.0
Mean + SE +14 +1.9 +3.9
SE: standard error
Day 1 2 3 4 5 6 7 8 9
1 1 1 | l 1 1 1 1
Doses Theophylline (400 mg)
Temafloxacin
600 mg/day x 5 days
Theophylline ﬁ ﬁ ﬁ
Blood. Control Day 3 Day 5
samplings
Temafloxacin

i i

Fig. 1. Schedule of administrations and samplings.
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Table 2. Serum concentration of theophylline administered with temafloxacin

(pg/ml)
Time (h)
Condition No.
0 1 2 3 4 6 8 10
1 10.4 10.8 11.0 12.1 11.9 11.9 11.1 8.9
2 7.5 8.5 8.5 11.0 10.3 9.6 8.4 6.5
3 5.9 5.5 6.5 7.1 7.1 7.5 8.0 6.2
Control 4 8.9 9.8 10.2 9.6 9.6 9.7 9.0 8.8
: 5 7.2 8.5 8.5 94 9.1 9.8 8.7 7.4
6 7.8 7.8 9.1 9.0 8.6 10.5 9.9 8.1
Mean 8.0 8.5 9.0 9.7 9.4 9.8 9.2 7.7
+SE +0.6 +0.7 +0.6 +0.7 +0.7 +0.6 +0.5 +0.5
1 8.5 8.2 8.8 9.1 8.8 10.8 10.5 10.2
2 7.8 94 9.9 104 10.7 9.5 7.5 6.4
3 7.5 7.9 8.7 9.1 8.8 9.3 8.2 7.2
+Temafloxacin 4 6.5 6.1 6.9 7.2 74 8.8 8.5 7.8
(Day 3) 5 7.4 8.1 9.5 9.1 10.4 10.0 9.0 7.5
6 8.0 7.6 7.8 8.6 8.8 9.1 7.9 74
Mean 7.6 7.9 8.6 8.9 9.2 9.6 8.6 7.8
+SE +0.3 +0.4 +0.5 +04 +0.5 +0.3 +0.4 +0.5
1 8.9 8.5 8.0 9.0 8.8 9.6 9.1 8.6
2 6.1 6.8 7.8 8.3 8.9 7.8 7.3 6.3
3 6.9 7.3 7.8 8.2 8.6 8.9 8.2 7.0
+Temafloxacin 4 7.7 9.3 9.4 9.9 9.6 9.5 10.4 10.0
(Day 5) 5 7.8 7.8 7.7 7.5 8.1 8.7 8.3 7.6
6 6.2 6.2 6.7 6.7 6.6 7.6 7.4 6.7
Mean 7.3 7.7 7.9 8.3 8.4 8.7 8.5 7.7
+SE +0.4 +0.5 +0.4 +0.5 +0.4 +0.3 +0.5 +0.6

SE: standard error
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Table 3. Pharmacokinetic parameters of theophylline
(actual measurement)

" AUCy ..o Crnax T Clyg
Condition No. (ugeh/mi) (ug/mi) ) (mifmin)
1 111.85 12.1 3 14.9
2 89.70 11.0 3 18.6
3 69.90 8.0 6 20.3
Control 4 94,65 10.2 2 17.6
5 88.05 9.8 6 16.2
6 91.60 10.5 6 15.5
Mean 90.96 10.27 4.3 17.18
+SE +5.49 +0.56 +0.76 +0.84
1 96.35 10.8 6 14.5
2 90.05 10.7 4 18.5
3 84.85 9.3 6 19.6
+ Temafloxacin 4 76.95 8.8 6 18.3
(Day 3) 5 91.50 10.4 4 15.6
6 82.60 9.1 6 20.2
Mean 87.05 9.85 5.3 17.78
+SE +2.84 +0.36 +0.42 +0.92
1 89.15 9.6 6 18.7
2 75.80 8.9 4 18.9
3 80.85 8.9 6 17.6
+ Temafloxacin 4 96.65 10.4 8 14.6
(Day 5) 5 80.65 8.7 6 20.7
6 69.30 7.6 6 20.3
Mean 82.07 9.02 6.0 18.47
+SE +3.95 +0.38 +0.52 +0.90

SE: standard error
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Time after Administration (h)
Condition Coas  Towe AUGoy Cln
(ug/ml) (h)  (ug'h/ml) (ml/min) c T e
Control 10.3+0.6 4.340.8 91.045517.2+0.8 Condition ) iy Q‘E_hj;jf
Temafloxacin (3rd day) | 9.9+0.4 5.3+0.4 87.1+2.817.8+0.9
Temafloxacin (5th day) | 9.0+0.4 6.0+0.5 82.1+4.0 18.5+0.9 +Temafloxacin (3rd day) |4.73+0.38 {2.5 £0.43 |31.9 £2.18
- +Temafloxacin (5th day) |4.22+0.24 {2.33+0.42 {30.09% 1.59
Mean+SE  (n=6)

Fig. 2. Mean serum concentration of theophylline
administered with temafloxacin (600 mg/day).

Fig. 3. Serum concentration of temafloxacin
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Table 4. Influence of quinolones on serum level of theophylline
Quinolones % increase of TP Side
Group and daily dose level at 5th day effects
‘ (mg) Conax AUC (%)
pipemidic acid 1500 71+ 79** 20
I enoxacin 600 74* 84*™ 40
pefloxacin 400 17* 19* 0
ciprofloxacin 600 17* 22%* 0
Il tosufloxacin 450 23* 24* 0
OPC-17116 200 28** 33%* 20
Y-26611 400 20 24* 0
norfloxacin 600 4 4 0
ofloxacin 600 9 11 0
lomefloxacin 600 -8 -13 0
I fleroxacin 400 -4 -4 0
sparfloxacin 300 0§ 0§ 0
temafloxacin 600 -12 -10 0
levofloxacin 300 3 2 0
*P<0.05 **P<0.01 § at 7th day
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Effect of temafloxacin on serum concentration of theophylline

Kohji Hashiguchi, Masashi Kimura, Osamu Tatara, Mieko Nakabayashi,
Niro Okimoto, Yosihito Niki and Rinzo Soejima
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
577 Matsushima, Kurashiki 701-01, Japan

We studied the effect of temafloxacin (TMFX), a new oral pyridone-carboxylic acid derivative,

on the serum concentration of theophylline in 6 healthy male volunteers.
Thephylline alone was given for four days at a daily dose of 200 mg b. i. d., and the serum
samples were obtained as a control. After 5 days, concomitant administration of TMFX at a daily

dose of 300 mg b. i. d. was started.

Blood was drawn on the third and fifth days of concomitant administration, and the serum
concentration of theophylline was compared with that of the control.

On the third day of concomitant administration, C,,,, and AUC were 4.1% and 4.3% lower than
those of the control. On the fifth day they were 12.2% and 9.8% lower than those of the control.
Total body clearance of theophylline showed a 7.6% increase from that of the control at day 5.

The above results suggested that TMFX might be a safe drug when administered to patients- -

concomitantly with theophylline.



