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MELANCHOLIA

By E. B. RITSON, M.B. Ch.B.

An Extract from a Disseration read before the Royal
Medical Society on Friday, 27th January, 1961.

ry

“ Melancholy,” meaning “ black bile ™ or * black despair,” designates aptly
that spiritual blight which has vexed m’mLmd from the carliest time. Play-
wrights and philosophers have long been intrigued by the spectacle of cause-
lcss melancholy, and, more recently, pathological melancholy, rechristened

‘ psychotic dcprcsswn " has been the subject of clinical definition.

The indaquacy of our language 1s recognised as a major stumbling-block
in many spheres to-day where rapid progress is being made and this is parti-
cularly the casc in psychiatry. While awaiting improvements, one must try to
namce conditions as accuratcly as possible with cxisting terms. In describing
the condition in question, “melancholia™ secems a preferable word to
“depression.” “ Depression 7 is part of the common coinage of cveryday
speech and, as such, has an mdividual meaning for every member of the public.
In their experience, it constitutes a normal, 1if undesirable state of mind, and
to give the same name to a recognised pathological condition is as confusing
as calling angina pectoris, heartache. Furthermore, not all patients who may
be diagnosed as suffcring from depression will admit to fecling depressed. To
call a discase after one of its symptoms and not an invariable onc at that, scems
irrational and very liable to mislead.

Burton in “The Anatomy of Melancholy ™ defines mclancholy as *“a kind
of dotage without a fever ha\mg for his ordinary companions fcar and sadness
without any apparent occasion.” 'This, written at the time when the humoral
concept of physiology was uncha]lcngcd, served admirably as a nidus on which
later definitions might grow.

Kracplin, in his classification of the psychoscs, regarded melancholia as a
disorder of mood and a form of manic-depressive insanity. He stressed the
periodic nature of attacks and their propensity for spontancous curc.

In summary meclancholia may be described as a disorder of cmotion inexplic-
able in terms of external cvents and without apparent organic cause, which 1s
characterised by a sad anxious mood and psychomotor retardation. The con-
dition usually remits spontancously and complcetely but there is a tendency to
recur.

As so often happens, what begins as a definition ends as a deseription. This
cmphasiscs the truth that until we know the cause, we cannot accurately define
the discase. What then is the cause ? Lsscntm]ly it is unknown. llowever,
from a devious and intensive study of its actiology has emerged what Einstein
called “the fecling for order behind appearance.” 1t is thus fecling which
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suggests that soon the discase will yield its secrets and its cxact nature be
known.

It has long been felt that the tendency to affective instability is inherited.
Kallmann collected statistics of morbidity from manic-depressive psychoses in
Europe and America. His conclusions were that in no case did the incidence in
the general population exceed one per cent. Yet it had been shown that
morbidity rates for parents, siblings or children of manic-depressive index
cases were of the order of twelve per cent or morce. In a scries of 27 monozy-
gotic twin pairs. Kallmann reported a hundred per cent incidence of affective
psvchosis. Among these twins it is interesting that there was no concordance of
form or timing in the mood swings. It scems from this that the genotype scts
the balance but some other as yet undetermined factors determine which way
and when it will swing.

The form of this genctic transmission remains undecided. Slater and
Kallmann contend that it is inherited as a single autosomal dominant while
others postulate a multifactorial genctic determination. Much remains to be
clarified, perhaps the outcome of investigations into the molecular structure
of genes will be a more exact understanding of the discase and cven a hint as
to its curc. Even the facts which arc cstablished indicate that it is essential
to take a full family history in all cascs of this kind.

Kretschmer’s types have become part of our psychological tradition and
from his studies he has shown that the pyknic habitus is morc frequent in
patients suffering from affective disorders than could be expected by chance.
Such typing although an absorbing exercisc has proved of little practical value.
When chromossome maps have been plotted it may be found that the predis-
positions to pyvknic appcarance and affective disorders are genctically linked.

A passing acquaintance with Europcan history makes 1t clear that it is
impossible to speak of racial characteristics in any mecaningful way. However,
it is reported that the Jews show a higher incidence of affective psychosis than
avcrage. The discasce is commoner in Britam and Bavana than in Norway and
Prussia. An incidence of 0.3/1000 was reported in a IFinish population of
400,000 and onc of 3.5/1000 1n a Scottish rural population of 56,000.

These figures have not been explained. It must alwayvs be borne in mind
that cach community has its own criteria for normal and abnormal behaviour
and the pressure exerted from without to encourage a sick man to seek treat-
ment will vary accordingly. Morcover, the difficulty in finding any uniformity
of diagnosis must affcct the interpretation of results.

Manic-depressive insanity is commoner in the female, the ratio being 3 : 2.
Any conclusions drawn from these figures have met with a certain scepticism
because the male 1s notoriously liable to show atypical features, particularly
alcoholism which mask diagnosis.

Periodicity is a fecature of the female metabolisim and this cycle of hormonal
activity produces changes of temperament in cven the normal woman. The
occurrence of menstrual and premenstrual depression is well established, as are
the affective aberrations of the pucrperium and menopause. It is also worth
noting that amenorrhea 1s a frequent featurce of depression. All this naturally
prompted a scarch for somc hormonal key to the actiology of affective disorder.
To counteract this cnthusiasm, it has been pointed out that puberty and
adolescence, times when the hormones are at their liveliest, rarclv show an
affective psvchosis.

Many of the cyclic vanations in human behaviour arce initiated by the
influence of the hypothalamus on the prefrontal cortex. Furthermore, 1t has
been shown that i amimals with both cerebral hemispheres removed, the
periodic discharges affecting all divisions of the vegetative svstem persist.



MELANCIIOLIA 61

Focrster produced clation by stimulating the hypothalamus in a patient under
local anacsthetic. This and the cffeet of leucotomy which severs connections
between the primitive brain and the cortex both augment the view that the
diencephalon has some role in determining the affective disorders.

It is perhaps in the light of damage to the primitive brain that we should
regard the various ncurological discascs commonly associated with affective
upset. Among such arc gencral paralysis of the insance, arteriosclerosis, dis-
scminated sclerosis and Parkinson’s discasc. In persons 1)1(:(119])0%(], affective
illness 1s not an uncommon scquel of infections such as pneumonia and
particularly, influenza.

To support the view that mclancholia represents a regional disorder of brain
function we may quote Hughlings Jackson in his cssay on “The Factors of
Insanities

“In cvery msamt\ more or less of the highest cerebral centre is out of
action t(,mporanl\ or permancently from somc pathological process : for my
present purpose it matters little what that process be. It only matters as the
nathological process produces loss of function, that 19 dissolution of morc or
less of the highest centres. T do not usc the tenm ‘ function” in the sensc
often given to it in clinical accounts of nervous maladics as for cxample,
when it 1s said of a patient that his casc is entirclv functional. T do not belicve
that there is such a thing as loss or defect of function of any nervous elements
without a proportionate material alteration of their structure and nutrition.”

This essay written in 1894 which was referred to at the 1960 Gowers
Memorial Lecture retains its relevance to the present day.

To attempt the elucidation of this disorder of function whose presence we
feel but cannot sce, we must journcy to the world of the biochemist. Here
we mav cull from their intricate gecometrics a pattern which seems both
comprchensible and hopeful.

Tt i1s well known that many drugs such as alcohol, opium ‘or mescalin can
alter our mental state. More particularly, certain dmgs notably reserpine, can
produce a condition clinically similar to mclancholia. Brodie (1957) showed
that rescrpine caused the depletion of brain scrotonin—this is thought to be
duc to the release of bound scrotonin. Vogt has shown that the concentrations
of nor-adrenalin and scrotonin in the hypothalamus, midbrain and floor of the
fourth ventricle were higher than elsewhere in the C.N.S. Both these sub-
stances are concerned in the transmission of nerve impulses. Furthermore,
reserpine has also been shown to liberate adrenalin and rclated amines from
these arcas of high concentration.

Such revelations naturally led workers to speculate that depletion of brain
scrotonin and catechol amines was in some way associated with depression.
Apvarent confirmation of this view arose when it was shown that the mono-
aminc oxidasc inhibitors were clinically cffective in depression. These drugs
inhibit the enzvmes which arc at least in part responsible for the breakdown
of serotonin and adrenalin,

In reeent vears it has become increasingly well recognised that it is the
subcortical brain which is concerned with our awareness and response to
surroundings. T'his activating system co-ordinates autonomie, somatic and
psvchological activity. Tt has been suggested that this system has two com-
poncntc onc svmpathetic and promoting active go-getting behaviour, the
other akin to the parasympathetic and largelv responsible for recuperation
causing drowsiness and loss of interest (a statc likened by some to hll)crmtlon)
It is hinted that some of the afore-mentioned amines play a part in arousing
these systems.

From all this confusion cmerge certain trends, none of them universally



62 RES MEDICA

accepted, which hint at the possible nature of melancholia. We have a disorder
which appears to be genctically determined. It appears predisposed by a
biochemical lesion centred in the activating system of the primitive brain, As
in so many physiological svstems normality 1s a precariously held cquilibrium
and rclcase of inhibiting forces or overstumulation of the opposing system
results in the appcearance of a pathological state. What scems so difficult to
explain is the periodicity of the discase—why docs the balance tilt when it
docs, without apparent occasion ?
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