ETRYPTAMINE* IN THE TREATMENT OF ANGINA PECTORIS
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The nitrites have been the mainstay of our
treatment of angina pectoris since their orig-
inal application nearly one hundred vyears
ago.>*®  Therapeutic improvements which
have been utilized to allay the symptoms of
this disorder have been aimed at the under-
lying anatomical changes in the coronary ves-
sels. The evolution of this type of treatment
has been centered on the search for nitrites of
greater potency and more prolonged activity,
e.g., pentaerythrol tetranitrate and erythrol
tetranitrate. There have been a few esoteric
departures from this approach, e.g., khellin
and ganglionic blocking agents,? but the aim
to achieve vasodilatation or better blood flow
has remained the same. A more recent con-
cern has been the association of abnormal
lipid metabolism and atherosclerosis. This has
resulted in the application of hypocholes-
terolemic agents 1! to the treatment of angina
pectoris. All of these therapeutic modalities
plus surgical measures have been for the pur-
pose of effecting a change either transient or
permanent in a vascular state, already estab-
lished as pathological.

The treatment of angina pectoris requires
more than an anatomical approach to the
problem. There are precipitating factors in-
volved such as diet, exercise and emotional
stimuli, Eskwith® obtained improvement in
90% of his patients with the use of tranquiliz-
ing drugs and an emphasis on the more posi-
tive elements of the physician-patient rela-
tionship. Weiss et al.,'s found a higher inci-
dence of emotional problems in a coronary
group of paticnts as compared to a control
group. Placebos reportedly relieve pain in
38% of anginal patients.® It is a certainty that
fear, tension and anxiety play a part in the

* dl-g-ethyltryptamine acetate, registered by The
Upjohn Company, under the trade name of Monase.
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initiation and exacerbation of all disease
states. A disorder that responds so well to
placebos, tranquilizers and physician-patient
rapport must have a large psychogenic over-
lay. Psychopharmacologicals would seem to
be a rational approach to the treatment of
this aspect of the condition.

Three years ago Cesarman? reported the
relief of pain in angina pectoris with the ad-
ministration of iproniazid (Marsilid). The
therapeutic efficacy of this particular drug
was attributed to its monoamine oxidase in-
hibiting effect. This initiated a search for
other compounds, exhibiting similar proper-
ties, because the toxic side reactions of
Marsilid limited the clinical application of the
drug. In one series,!? severe reactions com-
pelled the discontinuance of this drug in all
but seventeen of seventy-four anginal patients
studied. Searching for an effective therapeu-
tic agent without the toxic side reactions ex-
hibited by the original chemical, other hy-
drazine compounds such as isocarboxazid
(Marplan), nialamide (Niamid), phenelzine
(Nardil), pheniprazine (Catron) and tersa-
vid, were investigated for their anti-anginal
properties. These drugs have varying degrees
of monoamine oxidase inhibiting activity
which seems to be related to the frequency
and degree of untoward effect.

Coronary dilatation, oxygen sparing effect,
ganglionic blockade and analgesia have been
advanced as reasons? for the therapeutic effec-
tiveness of these drugs but only the psycho-
pharmacological action bears confirmation at
this time. With these facts in mind it seemed
feasible to evaluate a new monoamine oxidase
inhibitor for the treatment of angina pec-
toris. This new preparation, Monase, differed
from the other compounds in that it is not in
the hydrazine group, has greater potency and
rapidity of action and exhibits a quickly re-
versible effect.
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Eighteen patients, 11 females and 7 males,
aged 40 to 80, were studied for a period of
twelve weeks. The symptom of angina pec-
toris was the major and presenting complaint
in each member of this group. The etiological
disease in 6 of the 7 males and in 4 of the
females was arteriosclerotic heart disease. The
remainder were diagnosed as hypertensive
cardiovascular disease. All of the subjects ex-
hibited electrocardiographic evidence of myo-
cardial involvement. The social and economic
status of these people ranged from that of
a laborer on relief to a wealthy industrial ex-
ecutive, The majority were housewives, white
collar workers, and skilled laborers from
middle and lower income groups.

A single blind method of investigation was
utilized with the modification that many of
the subjects had prior acquaintance with the
appearance of the chlordiazepoxide (Lib-
rium) capsule. Monase 5 mg. (1-P) and a
placebo of Monase (2-P) were administered
to all 18 patients for interrupted periods vary-
ing from one to two weeks each. In a like
manner, a preparation of 10 mg. Librium re-
sembling the Monase tablet was given to 16
of the patients. Similarly, 17 of the group
received Librium 10 mg. capsules and 11
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Librium capsule placebos. The duration
of treatment for each drug was for a mini-
mum of one week and in the majority for
two weeks if the particular medication sup-
plied was tolerated. Many had more than
one course of the investigational compound
interrupted by periods of administration of
the other drugs and placebos in the regimen.
All of the patients were evaluated for at least
one week without any of the aforementioned
preparations.

Monase was given in dosages ranging from
10 to 30 mg. daily and Librium was given in
amounts of 20 to 100 mg. daily. Erythrol
tetranitrate (Cardilate) was continued in
those patients who had been receiving this
therapy. Anti-hypertensive drugs, diuretics
and digitalis preparations were administered
uninterruptedly and added to the regimen
when the need presented itself. Nitroglycerine
was continued on an ad libitum basis.

A patient was reported as two plus (-4--+)
if all anginal symptoms were alleviated and
no nitroglycerine was taken during the entire
period that he or she was on a particular
regimen. One plus () indicated that nitro-
glycerine requirements were lessened and ef-
fort tolerance increased. Zero denoted no

TABLE I
-_ Case g

Number 1-P 2-p 13-P 1-C 2-C 3
1 I o s ++
2 - - ++ R -
3 ++ - ++ ok - -
4 - - ++ ++ —
5 - - ++ -
6 - ++ ++ e - -
7 —~ 0 ++ ++ - 0
8 - 0 ++ 0 0
9 ++ 0 ++ s 0
10 + 0 ++ + 0
11 - 0 ++ ++ + 0
12 - 0 - ot 0
13 + + - - + +
14 ++ 0 ++ 4+ 0 0
15 ok - ++ et ++ -
16 - 0 ++ + - 0 0
17 - 0 ++ +4 0 0
18 e 0 ++ ++ 0 0
1-P Monase 5 mg. tablet — angina worse
2-P Monase placebo tablet 0 no change

13-P Librium simulating Monase tablet - improved

1-C Librium 10 mg. capsule
2-C Librium placebo capsule
X No medieation

++ alleviated completely
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change, and a minus sign signified an exacer-
bation of symptomatology.

Resurts

Table I is an individual compilation and
evaluation of results with the various thera-
peutic modalities in the 18 subjects studied.
Seven of the 18 patients were completely re-
lieved of anginal symptomatology on Monase,
but 2 of these subjects (no. 1 and 15) did
equally as well on a placebo and the complete
absence of medication. Apparently these 2
patients were in a remission phase of their
disorder. One patient (no. 8) responded well
to both the drugs and placebos but relapsed
when medication was withdrawn. She may
have been responding to suggestion, or per-
haps a true anginal condition did not exist.
The remaining 4 patients reported similar im-
provement on Librium, but one patient (case
no. 3) complained of palpitation following
the evening dose of Monase. The latter had
been depressed because of an environmental
situation not associated with her cardiac dis-
order. Improvement was noted in 5 subjects
on Monase therapy, but one responded
equally as well to a placebo and withdrawal
of medication.

Monase was associated with an exacerba-
tion of anginal symptomatology in 6 patients,
all of whom responded well to Librium cap-
sules and 5 of these to the Librium simulat-
ing the Monase tablet. Response to Librium
was uniformly good, but this may be moder-
ated by the fact that most of these patients
were drawn from a group treated with this
drug prior to the Monase investigation.

A minus sign in the last column of Table I
denotes that withdrawal of medication at an
interval after the study was begun resulted
in an aggravation of symptoms as compared
with those present prior to the investigation.

Untoward reactions to Monase consisted of
anxiety, insomnia, dryness of the mouth, ex-
acerbation of angina, and palpitation. Sev-
eral patients of this group in whom fluid re-
tention occurred in the form of pretibial
edema while on other monoamine oxidase in-
hibitors, e.g., tersavid and Nardil, did not
exhibit this with Monase. Repeated blood
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pressure recordings did not indicate either a
hypertensive or hypotensive effect attribu-
table to Monase. Interval urinalysis, serum
cholesterol, and thymol turbidity determina-
tions were unaffected by the medication.

Discussion

The approach to the treatment of angina
pectoris is two-dimensional i.e., anatomical
and psychological. The evaluation of drugs in
either of these two therapeutic parameters
inherently overlap and encroach upon each
other. Controlled studies have their limita-
tions. A double blind investigation may not
allow for individualization of dosage and a
single blind study loses a certain amount of
objectivity. Physician-patient rapport is a day
to day variable. Surgical measures involve
great suggestibility. Psychotherapeutic and
psychopharmacological methods certainly af-
fect physiological responses. The disease itself
has remissions and relapses, therefore, only
prolonged and mass application of these vari-
ous therapeutic modalities together with fur-
ther pharmacological elucidation of individ-
ual drug activity will give us the answers that
we seek.

The variables involved in the investigation
of the monoamine oxidase inhibitor group of
drugs are most vividly portrayed in the litera-
ture regarding their application in angina pec-
toris. Cesarman ® reported 97% improvement
in his group of patients, and Fife et al.” using
the same drug reported equal efficacy with
the use of a placebo.

The degree of side reaction e.g., hypoten-
sion, may be related to the improvement ob-
served with this antidepressant collection of
compounds. Russek '* reported 59% improve-
ment in anginal patients treated with isonia-
zid compared to 29% in those to whom tersa-
vid was administered. Cossio* observed
therapeutic effectiveness in 65% of his patients
on Marsilid. An additional reason for differ-
ing reports by various investigators may be
that we overlook the individual character-
istics of the drug being used and attempt to
equate all results with the monoamine oxi-
dase inhibiting activity that they have in com-
mon.
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The anginal patients reported here were a
tense and easily excitable group of subjects.
Both realistic fear and less warranted appre-
hensive anticipation were the predominating
affects observed. Depression was not an out-
standing characteristic. Certainly a drug con-
sidered to be psychostimulating or psycho-
energizing and antidepressant would not
seem to be the logical therapeutic choice for
this type of person. Sedatives, tranquilizers,
and anti-anxiety drugs would seem more suit-
able in these cases, as indicated in the re-
sponse of these and other patients?® to Lib-
rium. On the contrary, Monase outperformed
Librium and many of the monoamine oxidase
inhibitors in a group of depressed patients
that I have treated.

Placebo reaction must be considered in sev-
eral respects. Wolf and Pinsky 6 reported that
pharmacologically inert placebos produce a
wide variety of toxic reactions and aggravate
symptoms in as many as 20% of an experi-
mental population. A number of our patients
responded adversely to placebos. If a placebo
should follow an effective antianginal prepa-
ration or be given during a remission period
of the disorder, there is the likelihood that
the patient may be conditioned to an allevia-
tion of fear and anxiety and hence may retain
this healthy attitude for some time. This situ-
ation may also work in reverse. Therefore, it
is most difficult to be certain of any conclu-
sions in an investigation in which the course
of observation and study does not entail a
prolonged period of time.

SUMMARY

Eighteen patients suffering from angina
pectoris were subjected to a single blind study
in order to evaluate the therapeutic efficacy
of Monase.

JOURNAL OF NEUROPSYCHIATRY

S97

Monase was not very effective in alleviat-
ing the symptoms of angina pectoris in this
particular group of patients. Anxiety and
tension rather than depression were the pre-
cipitating factors initiating anginal symp-
tomatology in the subjects in this series.
Therefore, a potent psychoenergizer effective
in disorders associated with depression, or
conceivably in an anginal patient where de-
pression might exist, would have no beneficial
effect in conditions in which anxiety and ten-
sion predominate.
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