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Table 1. Contents of blister fluid (B) and plasma (P) in humans
Concentration
Blister fluid (B)? Plasma (P)” B/P ratio
Albumin (g/d) 1.39 4.55%+0.31 0.31
Phospholipids (mg/dl) 39 210+26 0.19
Sodium (m mol/l) 132 143+4 0.92
Potassium (m mol/l) 4.1 4.1+0.3 1.00
Chloride (m mol/l) 110 113+4 0.97

a): Data were obtained by analysis for the mixed sample of male volunteers.
b): Data were obtained by analysis for each male volunteer, and represent the mean + SD (n=6).
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Fig. 1. Plasma and blister fluid concentrations after 1 h intravenous drip infusion of tazobactam/piperacillin (2.5 g)
to male healthy volunteers (n=6).
Six volunteers were divided into 2 groups, and blister fluid samples were obtained from each group alternately.
Sampling times of group | were 0.5, 1.5 and 3 hours and those of group 2 were 1, 2 and 4 hours after
tazobactam/piperacillin administration. At each sampling time, a total of 6 blister fluid samples were obtained
from the 3 volunteers in each group (2 blisters for each volunteer). Data represent the mean+S.D. of 6 samples.
Table 2. Pharmacokinetic parameters of tazobactam and piperacillin in plasma (P) or blister fluid (B)
after 1 h intravenous drip infusion of tazobactam/piperacillin (2.5 g) to healthy male volunteers
AUC,_, . Cmax Tmax T\ Vdss cly,
Drug Sample (ug-h/ml) AUC,_, ratio of B/P (ug/ml) (h) ) (1/body) | (1/h/body)
lasma (P) 42.4 27.9 1.0 0.80 11.7 12.1
Tazobactam | P +7.4 1.08 +49 | £00 [ +0.10| *23 +2.2
blister fluid (B) 46.0 18.6 1.5 1.0 - -
lasma (P) 170.6 121.0 1.0 0.74 10.1 12.1
Piperacillin | P +32.4 1.13 +224 | +0.0 | £0.07 | £2.0 +2.4
blister fluid (B) 192.7 79.7 1.5 0.9 - -

—: not calculated

Mean*SD (n=6)
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Fig.2. Concentration ratio of piperacillin to tazobactam in plasma and blister fluid after 1 h intravenous drip infusion
of tazobactam/piperacillin (2.5 g) to healthy male volunteers (n=6).
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Clinical Studies on tazobactam/piperacillin in suction blister fluid
induced on the skin of healthy male volunteers

Kyoichi Totsuka and Kihachiro Shimizu
Department of Internal Medicine, Tokyo Women's Medical College
8-1 Kawada-cho, Shinjuku-ku, Tokyo 162, Japan

Munetetsu Tei, Akifumi Yafune and Kazuo Kodama
Bio-Iatric Center of The Kitasato Institute
5-9-1 Shirogane, Minato-ku, Tokyo 108, Japan

Tazobactam/piperacillin (TAZ/PIPC) is a 4:1 combination antibiotic of piperacillin (PIPC)
and a new J3-lactamase inhibitor, tazobactam (TAZ). We examined the pharmacokinetics of
tazobactam (TAZ) and piperacillin (PIPC) in suction blister fluid induced on the skin of healthy
male volunteers, as a model for interstitial fluid, after intravenous administration of TAZ/PIPC.
The results were as follows:

1. The time at maximum concentration (Tmax) in plasma of both TAZ and PIPC was 1.0 h
(end of infusion period), and in suction blister fluid Tmax was 1.5 h, suggesting that distribution
to blister fluid from plasma of TAZ and PIPC was rapid.

2. The AUC ratio of blister fluid to plasma of both TAZ and PIPC was almost 1, indicating that
large amounts of both TAZ and PIPC in plasma were distributed to blister fluid.

3. The concentration ratio of PIPC to TAZ in both plasma and blister fluid remained at almost
4 for 4 hours after TAZ/PIPC administration.

4. The blister fluid concentration of TAZ remained at over 5ug/ml for 4 hours.



