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Fig. 1. Concentrations of ofloxacin in saliva and Fig. 2. Relationship between saliva and plasma
plasma after a single oral administration to concentrations of ofloxacin after a single oral
patients with chronic respiratory tract infec- administration to patients with chronic respira-
tions. tory tract infections.

Table 1. Pharmacokinetic parameters of ofloxacin after single oral administration to patients with chronic respira-
tory tract infections

Characteristics of patients Pharmacokinetic Parameters
saliva plasma

Pt Sex Age Height BW BUN Cr Thex  Coax AUC Tz | Toax  Conax AUC T2
(y) (cm) (kg) (mg/dl) (mg/dl)| (h) (ug/ml) (ug-h/ml) (h) | (h) (ug/ml) (ug-h/ml) (h)

A M 47 162 60 13 1.2 [0.73 4.14 20.57 2.89(0.36 5.96 37.41 4.08
B F 50 154 37 14 0.7 |1.17 7.68 39.17 2.57(1.92 4.69 39.22 4.08
C F 55 160 80 12 0.8 |3.45 4.46 42.18 2.74|2.12 4.09 37.34 4.61
D M 57 163 70 17 0.8 |1.52 4.90 23.12 1.8710.30 5.21 18.50  2.24
E M 58 164 55 10 1.0 |2.45 2.34 24.04 2.57|1.80 3.03 28.3¢ 5.33
F M 63 158 46 17 1.1 [4.22 5.14 59.68 3.43|0.61 6.87 53.27  4.93
G F 64 156 56 16 0.7 |0.35 5.38 37.18 4.62|0.36 5.20 35.45 4.33
H F 64 156 57 11 0.8 |1.58 5.23 38.85 3.89|1.58 3.44 37.80 6.42
I M 65 157 46 19 1.0 |1.38 3.69 33.31 5.3310.36 3.76 41.97 7.70
J F 65 152 42 19 0.8 (2.42 4.34 29.53 2.10|2.05 4.27 30.10 3.01
K M 72 160 50 19 1.3 |2.78 4.38 43.67 4.33|0.61 6.14 63.42 6.93
L M 73 156 39 12 0.8 [4.56 4.72 55.26  3.47(4.11 4.65 54.52  3.85
M M 73 156 45 13 0.8 |0.36 8.23 91.76 7.70(0.40 6.75 64.44  6.30
N F 75 153 46 11 1.1 |3.43 3.32 32.57 2.89(4.67 6.05 68.30  2.65
[0} F 77 152 54 13 1.2 (0.58 8.47 55.92  4.15({2.01 4.73 67.68  8.40
P M 79 160 52 13 1.2 |3.29 4.64 44.30 2.48(2.18 4.26 46.96 6.30
Mean 64.8 157.4 52.2 14.1 0.96 (2.14 5.07 41.94 3.56(1.59 4.94 44.69 5.01
SD 9.3 3.7 10.8 3.0 0.39 (1.33 1.65 17.07 1.4111.29 1.12 14.98 1.69
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Fig. 3.

Concentrations of ofloxacin of saliva and plasma

after multiple oral administrations to patients with chronic

respiratory tract infections.

Table 2. Concentrations of ofloxacin after multiple oral administrations to patients with chronic respiratory tract

infections
Characteristics of patients Concentrations in
saliva plasma
Pt s Age Height BW BUN Cr 0 2 3 4 0 1 2 3 4
ex

(y) (cm) (kg) (ug/dl) (ug/d) | (W) (W) (W) (W) (W) | (W) (W) (W) (W) (W)
a M 58 164 55 10 1.0 2.4 1.79 154 2.8 1.73|2.83 2.33 2.00 3.35 2.45
b F 64 156 56 16 0.7 3.99 2.64 3.65 4.15 3.34|1.96 2.70 3.23 2.52 2.58
c M 73 156 45 13 0.8 3.58 564 7.15 8.18 7.56|3.18 4.76 5.30 6.91 6.29
d M 72 167 51 14 0.7 2.14 346 193 296 — |[2.20 2.45 1.81 1.85 —
e M 47 162 60 14 1.1 1.56 2.8 3.32 5.05 — [2.33 3.53 4.20 5.11 —
f M 58 163 67 11 0.7 3.14 4.8 3.08 3.04 — |2.28 335 269 2.85 —
g M 76 158 41 12 0.8 0.50 3.20 3.20 — — [1.12 4.43 387 — —
h F 55 160 80 12 0.8 ND 4.04 438 — — | 0.83 4.40 4.92 — —
i F 64 157 57 16 0.8 ND 3.63 3.79 — — | ND 2.96 3.70 — —_
Mean 63.0 160.3 56.9 13.1 0.8 2.47 3.57 3.56 4.37 4.21(2.091 3.43 3.51 3.77 4.44
SD 9.5 3.9 11.6 2.1 0.1 1.21 1.17 1.61 2.05 3.010.792 0.91 1.20 1.89 1.92

ND<0.50g/ml
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Fig. 4. Relationship between saliva and plasma
concentrations of ofloxacin after multiple oral

administrations to patients with chronic respi-

ratory tract infections.
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Fig. 5.
trations of ofloxacin (Cs/Cb) and age.
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THERAPEUTIC DRUG MONITORING BY DETERMIING SALIVARY
CONCENTRATION OF OFLOXACIN

—SINGLE- AND MUTIPLE-DOSE STUDIES OF PATIENTS WITH CHRONIC
RESPIRATORY TRACT INFECTIONS—

Kenichi Yamaki, Fumio Taki, Ryujiro Suzuki,
Kenzo Takagi and Tatsuo Satake
Department of Internal Medicine II, Nagoya University School of Medicine,

65 Tsurumal, Showa, Nagoya 466, Japan

We studied whether the ofloxacin (OFLX) concentration in serum could be evaluated from the

OFLX concentration in saliva of the patients with chronic respiratory tract infections, who had
received a single-dose and/or multiple-dose of OFLX. For the single-dose administration, the
values of Cpax, AUC, Thex and T;,, of OFLX in saliva were similar to those in serum. The OFLX
concentrations in saliva were correlated so well that both values were almost the same. The
penetration of OFLX into saliva was excellent. For multiple-dose administration, there was no
significant increase in OFLX concentration on average, though two cases had increased levels of
OFLX in saliva and serum, possibly because of accumulation of the drug. The two cases had no
abnormal creatinine or BUN values in the preliminary tests. Our study demonstrates that the serum
concentration of OFLX can be estimated by determining the concentration in saliva, which is easily
collected from patients with chronic respiratory tract infections. This suggests that such determina-
tion will lead to applications for therapeutic drug monitoring.



