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Preparation of Temazepam Soft Elastic Gelatin Capsule (Softgel)
and Bioavailability in Rabbits

Gee-Bae Park, Eui-Cha Jung, Jung-Ki Cho and Kwang-Pyo Lee'
College of Pharmacy., Chung-Ang University, Seoul 156-756, Korea
(Received january 27, 1992)

A A (soft elastic gelatin capsules, ©]8
softgel2 ¥A) &= |44 HERIFE

This study was carried out for the purpose of developing an effective temazepam soft elastic
gelatin capsule (softgel) which exhibits an excellent bioavailability and of comparing the rate and
extent of absorption of temazepam from the marked elixir and prepared softgel using hydrophilic
liquid such as polyethylene glycol 400 as a suspending agent by rotary die method. Both softgel
and elixir containing 3 mg of temazepam were given to 7 healthy male New Zealand White rabbits
in a single oral dose cross-over study. Plasma temazepam concentrations were measured by HPLC.
The mean peak concentrations of temazepam following a single oral dosing as softgel and elixir
dosage form were 13.84 and 13.25 ng/ml, respectively. And the mean time fo peak concentration
was 129 hr for the softgel and 1.07 hr for the elixir. There was no significant difference in the
extent of drug absorption (AUC) for the two different dosage froms (p>0.05). While the softgel
exhibited mean lag time of 0.63 hr, the elixir did not show any lag time. Statistical moment parame-
ters such as the mean residence time and variance of the mean residence time did not differ
significantly for the two formulations.

Keywords — temazepam, bioavailability, pharmacokinetics, absorption, soft elastic gelatin capsule
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deaerator(RP. Scherer, USA), Ross mixer(Char-
les Ross & Son Co., USA), encapsulation machine
(R.P. Scherer, USA), tumbler dryer(R.P. Scherer,
USA), capsule washer(R.P. Scherer, USA), grader
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Scheme 1—Manufacturing process of temazepam softgel.
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Figure 1—Typical HPLC chromatogram of temazepam
in plasma.
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Figure 2—Plasma level-time curves of temazepam follo-
wing a single oral dosing as softgel and elixir.

Table 1—Pharmacokinetic Parameters of Temazepam
Following a Single Oral Dosing as Softgel and Elixir

Pharmacokinetic parameters Dosage form

Softgel” Elixir®
Ka (hr™}) 117+ 0.8 139+ 0.16
Ke (hr™}) 022+ 003  0.25+0.05
tiB (hr) 877+ 200 10.68+201
tiza (hr) 128+ 0.19 091+ 0.17
twax (hr) 129+ 0.18 107+ 0.16
Coax {ng/ml) 1384+ 1.04 1325+ 130
AUC (ng-hr/ml) 7948+ 1236  9253+% 10.05
Lag time (hr) 063+ 0.20 0

DAl values are the meanst SE. of seven experiments.

Table H—Statistical Moment Parameters of Temazepam
as Softgel and Elixir

Moment parameters Dosage form
Softgel” Elixir?
MRT (hr) 9.03+ 0.61 8.79£ 0.58
VRT (hr) 7298+ 457 7572+ 713

PAll values are the means+ SE. of seven experiments.
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