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Cisplatin suppositories were prepared with polyethylene glycol bases (PEG 1500, PEG 4000).
The suppository released swiftly almost 100% of cisplatin within 90 minutes. On single intra-
venous administration to rabbits, blood levels of platinum decreased in a bi-exponential manner;
the half lives of the a-and g-phase were 0.31 hours and 43.86 hours, respectively. On rectal
administration of cisplatin suppository, the plasma concentration curve of platinum showed two-
compartment model including the first-order absorption proccess. The absolute bioavailability of
cisplatin suppository (AUCS 8 /AUCY, % 100%) was 24.57%.

Keywords—cisplatin suppository; witepsol bases; polyethylene glycol bases; release tests;
rectal administration; plasma concentration; bioavailability; organ distribution
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Table 1. Dissolution Time of Cisplatin Suppositories
(A,B,C,n=3)
diameter length physiological saline dissolution time
(cm) (cm) (ml) mean.i S.D. C.V.
(min)
A 1.55 10 5 329.1+£3.4 0.010
B 3 10 20 110.2£1.8 0.016
C 4.5 6 20 38.1 0.2 0.005
Table 2. Weights and CDDP Contents of Suppositories
Suppositories Weight (g) Content (mg)
NO. 1 1.212 5.57
2 1.202 5.66
3 1.200 5.12
4 1.213 5.60
5 1.209 5.66
6 1.251 5.73
7 1.219 5.57
8 1.179 5.33
9 1.211 5.37
10 1.201 5.63
mean= S.D. 1.210£0.018 5.52+0.19
C.V. 0.015 0.03
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Fig. 1. Release Profiles of Cisplatin from Suppositories in 300ml
of Physiological Saline
Rotation speed, 25rpm (inside), 100rpm (outside); tem-
perature, 37.0°C; membrane, Millipore SSWP.
Each point represents the mean+S.D. of 3 experiments.
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Table 3. Bioavailability of Cisplatin Suppositories
Cmax Tmax  AUCO™8 ) _
. Bioavailability (F)
(ug/ml) (min)  (xg-h/ml) (%)
V. 32.22 100.00
Suppo. | 0.748 41.4 7.90 24.52

Table 4. Organ Distribution of Platinum at 60 Minutes following Single Intravenous
and Rectal Administration of 10mg Cisplatin to the Rabbit
_—_—
Platinum(calculated as CisPlatin, #9/g wet )
Organ
1.V, Suppo.

liver 8.49 0.32
kidney 18.76 0.63
small intestine 7.47 2.00
rectum 2.75 7.03
anus 4.28 13.52
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Fig. 3. Plasma Concentration Curve of Platinum after Following

Single Intravenous Administration of 5mg Cisplatin
Each point represents the mean of 2 rabbits.
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Fig. 4. Plasma Concentration Curve of Platinum after Rectal
Administration of 5mg Cisplatin
Each point represents the mean of 3 rabbits.
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