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The present invention relates to improved pharma-
ceutical compositions for the treatment of obesity, and
more specificaily, to appetite control drugs.

It is known that certain sympathomimetic drugs (also
called anorexics or adrenergic drugs) curb the appetite by
stimulating certain centers in the sympathetic nervous sys-
tem. Such drugs, of which the amphetamine drugs are
the most common example, cannot be used alone because
they frequently produce nervous stimulation to severe to
warrant their continued use. To combat this stimula-
tion, it has previously been suggested that the amphetamine
drugs be combined with various sedatives, such as bar-
biturates. In more recent times, such sympathomimetic
drugs have been combined with the so-called tranquilizers
in order to reduce this excessive nervous stimulation.
However, I have found that both of the combinations
mentioned above fall far short of the desired results in
a large percentage of cases. My work has indicated that
the simple combination of a sympathometic drug with a
sedative or tranquilizer is inherently incapable of pro-
viding the proper response because this combination fails
to take into account the concurrent effect upon the para-
sympathetic nervous system.

Accordingly, an object of the present invention is to
provide an improved pharmaceutical composition for the
treatment of obesity conditions.

A further object of the invention is to provide an im-
proved composition for oral administration in appetite
control.

A further object of the present invention is to provide
an improved pharmaceutical composition which promotes
the assimilation of sympathomimetic drugs without the
side effects which occur when such drugs are used alomne,
or in combination with a sedative or tranquilizer.

I have now found that the appetite controlling effects of
sympathomimetic drugs, such as amphetamine compounds
can be used at maximum effectiveness, without significant
side effects, by combining such drugs with a sympatholytic
drug (sometimes called sympathetic blocking agents or
adrenergic blocking agents), a. parasympatholytic drug
(also known as a parasympathetic blocking agent or an
anti-cholinergic agent) and a central nervous system in-
hibitor.

The mechanism by which amphetamine type drugs cause
weight loss has been explained as follows. The loss is
caused almost entirely by a reduction in food intake and
only in small measure by a variable increase in total
energy metabolism. The voluntary reduction of food
intake is due to a diminution in appetite or desire for
food. This reduction is caused by the action of amphet-
amine on the brain, as evidenced by the fact that denerva-
tion of the alimentary tract in dogs does noi alter the
anorexia produced by the drug, and that the food in-
take of patients with bulimia occurring aiter frontal
lobotomy is not decreased by the dose of amphetamine
which causes anorexia in normal subjects. Experiments
in man indicate that orally administered amphetamine
sulfate decreases olfactory acuity and the acuity of sense
of taste for sucrose. It is possible that the effectiveness
of the drug in producing anorexia may be related, in part,
to its ability to depress the acuity of these special senses.

The sympatholytic or adrenergic blocking agents are
those which selectively inhibit the responses of effector
cells to adrenergic sympathetic nerve impulses, and to
sympathomimetic amine compounds.
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The parasympatholytic drugs (as exemplified by the
belladonna alkaloids) exhibit a highly selective blocking
action on effector organs innervated by postganglionic
cholinergic nerves. The site of this blocking action is
directly on the effector cells concerned (smooth and
cardiac muscle, exocrine glands) and is unrelated to the
integrity of the inmervation. The mechanism involved
appears to be an increase in threshold of the effector cell
to acetylcholine. Such alkaloids, at relatively high
dosage levels, have sedative properties. However, in the
compositions of this invention, they are used in relatively
small amounts at which their activity is not sedation, but
rather to facilitate absorption of the other components
into the system. In fact, these material are more likely to
be stimulants than sedatives in the new compositions.

The barbiturates uniformly tend to decrease the tonus
of the gastrointestinal musculature and the amplitude
of rhythmic contractions as measured in vitro, in experi-
mental animals and in man. The locus of action is
probably peripheral, either on the smooth muscle or on
the intrinsic innervation. The barbiturates also relieve
various gastrointestinal symptoms by their action on the
central nervous system.

The following list of drugs is representative of sym-
pathomimetic drugs which can be employed in the practice
of the present invention:

Sympathomimetic Drugs

(1) Epinepherine (adrenaline; 3,4-dihydroxy-«(methyl-
aminomethyl) benzyl alcohol).

(2) Levarterenol («-(aminomethyl)-3,4-dihydroxybenzyl
alcohol).

(3) Ephedrine («-(1-methylaminoethyl) benzyl alcohol).

(4) Amphetamine (dl-e-methylphenethylamine).

(5) Phenylephrine (1-m-hydroxy-«-(methylaminomethyl)
benzyl alcohol).

(6) Methoxamine (a-(«-aminoethyl)-2,5-dimethoxyben-
zyl alcobol).

(7) Mephentermine (N,«,a-trimethyl-phenethylamine).

(8) Phenylpropanolamine («-(1-aminoethyl) benzyl alco-
hol).

(9) Isoproterenol (e-(isopropylaminomethyl) protocate-
chuyl alcohol).

(10) Methoxypenamine (B-(o-methoxypenyl) isopropyl-
methylamine).

(11) d-Amphetamine sulfate.

(12) Amphetamine hydrochloride.

(13) 1-amphetamine.

(14) Methamphetamine.

(15) Amphetamine phosphate.

(16) Desoxyamphetamine.

(17) Hydroxyamphetamine.

Typical sympatholytic drugs are listed in the following
table:
Sympatholytic Drugs
(1) Dibenamine (N-(2-chloroethyl)-dibenzylamine).
(2) Dibenzyline (N-(2-chlorethyl)-N-(1-methyl-2-
phenoxyethyl)-benzylamine).
(3) Ergotamine tartrate.
(4) Priscoline (2-benzyl-2-imidazoline).
(5) Regitine (2-[N-(m-hydroxyphenyl)-p-toluidino-
methyl] imidazoline).
(6) Benzodioxane (2-(1-piperidylmethyl) 1,4-benzo-
dioxan).
(7) Yohimbine.
(8) Azopeptine.
Suitable parasympatholytic drugs are given in the fol-
lowing table:
Parasympatholytic Drugs
(1) Atropine.
(2) Atropine methylnitrate.



