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CONCLUSION

PROPOFOL IS A NEW intravenous anesthetic agent chem-
ically unrelated to barbiturate, steroid, imidazole, or eu-
genol agents. It is one of a series of alkyl phenols, found
to have anesthetic properties in animals.! The structure
of propofol, 2,6-diisopropylphenol (ICI 35868) is shown
in figure 1. It is also known as Diprivan (trade name) and
was previously known as disoprofol. The group of hin-
dered phenolic compounds, of which propofol is one, ex-
ists as oils at room temperature. These compounds can
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be administered intravenously in aqueous solution with
the solubilizing agent Cremophor EL (polyoxyethylated
castor oil) or other similar substance. Initial studies were
carried out using a 2% formulation in 10% Cremophor
EL, then a 1% solution in 16% Cremophor EL. Due to a
high incidence of pain on injection, and to the association
between Cremophor EL and anaphylactoid reactions®?
and one reported case of an anaphylactoid reaction,* an
alternative formulation of propofol in 1% solution in an
aqueous solution of 10% soybean oil, 2.25% glycerol, and
1.2% purified egg phosphatide, is now available. This re-
view deals exclusively with the emulsion formulation un-
less specifically noted.

Pharmacology

ANIMAL DATA

The anesthetic activity of propofol in Cremophor for-
mulation was investigated in a variety of species (mice,
rats, rabbits, cats, pigs, monkeys).5 Propofol was found to
produce rapid onset of anesthesia, and a sleeping time
similar to that obtained with thiopental and slightly longer
than that obtained with methohexital. Mice regained co-
ordination following propofol much more rapidly than
following thiopental. In the pig, propofol produced a de-
crease in mean arterial pressure similar to that produced
by thiopental. It was found to have no effect on bron-
chomotor tone. Excessive doses of the drug (20 mg/kg)
in the cat produced severe hypotension; however, the cat
survived. EEG changes produced by propofol in the rat
indicated that the drug produced profound but rapidly
reversible depression of cerebral activity at the anesthetic
dose. It was also used with a variety of preanesthetic med-
ications, inhalational agents, and neuromuscular blocking
drugs, and no unexpected interactions were observed.®

A slight decrease in activity of the emulsion formulation
in mice and rats suggested that the preparation may prove
to be somewhat less potent than the Cremophor formu-
lation. The behavioral effects in rats also suggested that
there was less discomfort on injection of the emulsion
form. In contrast to the Cremophor formulation, the
emulsion formulation of propofol did not result in any
histamine release in dogs or in the minipig.°






