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Formulations and pharmacokinetics of prolonged release ketoprofen rectal suppositories were studied. 
Formulations were conducted using three hydrophilic suppository bases and two prolonged release carriers (Eudragit 
S-100 and HP55). The amount of each carrier used was dependent on the drug to carrier ratios. Various ratios of the 
drug to Eudragit S-100 or HP55 were individually assigned to each base. A commercially available hydrophobic 
base (Suppocire ®AM) was ฟso used for comparison. All formulations with 100 mg ketoprofen were prepared by 
fusion method. In vitro evaluations showed that they met the requirements for uniformity of weight and uniformity 
of content according to the British Pharmacopoeia 1993. All release profiles were slow and prolonged compared to 
those without the two carriers. The formulation with Eudragit S-100 at the ratio of 1:1 in Base 1 and that with HP55 
at the ratio of 1:4 in Base 3 were subsequently selected for in vivo studies.

Pharmacokinetics of the two selected formulations and the one with Suppocire® AM were performed 
using nine New Zealand White rabbits. Each rabbit received a single rectal dose of 100 mg prolonged release 
ketoprofen rectal suppository in a crossover manner. Blood samples were collected at predetermined time intervals 
post dose and determined for ketoprofen, concentrations by HPLC. Results demonstrated that the pharmacokinetic 
patterns of ketoprofen from all three formulations were similar and appeared to be multicompartment model. 
Analysis of variance for three way crossover design revealed that there were no significant differences (p>0.05) 
among all the corresponding relevant pharmacokinetic parameters obtained. Both formulated products were 
bioequivalent with the reference formulation with respect to the rate and the extent of drug absorption The two 
carriers produced the same efficacies but Eudragit S-100 was slightly superior based on the amount being used was 
lesser and the ease of preparation.
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nm = nanometer
LA. = labeled amount
pg = microgram
mg = milligram
g = gram
Kg = kilogram
(iL = microliter
mL = milliliter
L = liter
Cone. ะะ: concentration
min = minute
hr = hour
BP = British Pharmacopoeia
USP = United States Pharmacopoeia
HPLC — high performance liquid 

chromatography
u v = ultraviolet
X = wavelength
PAR = peak area ratio
ANOVA = analysis of variance
d.f. = degree of freedom
ss = sum of squares
MS = mean square
S.D. = standard deviation



x v in

L I S T  O F  A B B R E V I A T I O N S  ( c o n t . )

c .v . = coefficient of variation
r2 = coefficient of determination
(--max = peak plasma concentration
tmax = time to peak plasma concentration
AUC = area under the plasma

concentration-time curve
AUMC = area under the moment curve
Kel -- elimination rate constant
11/2 = elimination half-life
MRT = mean residence time
F = fraction of drug absorbed
Vd/F = volume of distribution divided

by fraction of drug absorbed
C L /F = total plasma clearance divided

by fraction of drug absorbed
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