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Recurrent Vital Depressions

A Follow-up Study of 56 Female and 28 Male Patients

J. D. VAN SCHEYEN

Hospiral *Gastheis™, Middelburg ( The Netherlands)

INTRODUCTION

The activity of tricyclic antidepressanis in a vital depressive phase can be regarded ¢3 a
therapeutic asset. In this study the diagnosis of vital depression (vital depressive
syndrome, roughly equivalent to the endogenous depression of the Anglo-American
literature) was established on the basis of the diagnostic criteria described in detail by
Yan Praag (21).

That a vital deoression is sometimes ultimately recognizable as a (sometirmes {re-
guently) recurrens condition is a problem of importance with regard to therapy. Only
a follow-up study over a longer period can give more information on this question.
Such a study can establish whether moere systematic antidepressant siedication exerts
any influence, favourably or unfavourable, on the recurrence tendency. These were
some of the basic considerations of the present study. In addition there was the jm-
pression that — considered over a period of several years — more systematic treatment
with antidepressants was asscciated in a relatively large namber of patients with an
increase rather than a decrease in the rate of recurrence. The antidepressants used in
this study were, in order of decreasing frequency of use: amitriptyline (Tiyptizol},
imipramine (Tofranil), dibenzepin (Noveril) and chlorimipraimine {Anaframi).

PATHOGENESIS OF VITAL DEPRESSION
SIGNIFICANCE OF PSYCHOGENIC AND HEREDITARY FACICKS

icitaivied with

Discussing the pathogenesis of this type of depression. it cuu be
Van Praag (21) that the vital depression syadrome s =0 as sieally non-specific
syndrome. n many cases its development would scerm ic be determined in part by
endogenous factors. An arguimeni fo suppasi bt s for example, the so-called
unmotivated’ depressiveness in 1hi : dial hereditary taint which

is often invelved.

On the othes han vie vital depressions, 7.e. syndromes which

i, 2iter some time, degenerate (so to speak) to

commendce as pa
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echt (30) that a more exact
s vet quite tmpossible. How-

stal depression (21, 30). Tt can be agreed with We:
czfnition of the influencs of the psychogenic factors i-
cver, the literature (24, 25 30) shows that psychogen ors may have had a provo-
cative effect in some 20, of larger series of patients with viial depressions. Moreover,
the possible influence of psychogenic factors can be relzted to the premorbid structure
of the patient with a vital depression. Earlier theories of Kretschmer on this subject
are no longer widely accepted. The views of Tellenbach {27, 28) and of the Japanese
investigator Shimoda mentioned by him, are more popular today. Tellenbach intro-
duced the concept of the “melancholic type” with, as principal characteristics:
excessive demands on self, compulsive orderliness, strici conscience, high level of
achievement with on the other hand the constant awareness (guilt feeling) of not
achieving that which is demanded or desired from self. Kraus (15) characterized this
predepressive attitude as statothymia; an essential feature of this type is that thoughts,
but particularly affects, can have abnormally prolonged after-effects, the patient
being unable to dissociate himself from mostly affectively coloured experiences
(‘einz abnorme Neigung an Gedanken und Gefiihien kleben zu bleiben’).

[t seems useful to establish whether in patients with a vital depression there is
indeed s premorbid structure of this kind. In fact, little is known also about the exact
significance of hereditary factors. Stenstedt (25) and Zerbin-Riidin (37) have pointed
out that th= morbidity risk with regard to occurrence of endogenous depressive phases
is J0-15%) in relatives of patients with a manic-depressive psychosis. Stenstedt
emphasized that no unmistakable genetic rules can be demonstrated either in the
bipolar psychosis or in the unipolar recurrent vital depression. Angsc and Perris
(quoted by Zerbin-Riidin) suspected that an X-chromosomal hereditary factor may be
of importance in recurrent endogenous vital depression: their series of patients in-
cluded no male patients who had acquired the ‘predisposition’ via the father. For all
that it is obvious that no definitive conclusions can as yet be formed concerning the
aetiology of recurrent vital depression: the neurobiochemical aspects, the study of
which is still opening up new perspectives, are not within the scope of this article.

e

RECURRENCE TENDENCY OF THE VITAL DEPRESSION

A problem which is important and often difficult in particular with regard to therapy,
is the recurrence (the intermittent course) of vital depression. On the other hand there
are undoubtedly patients who experience such a depression only once. Schipkowensky
(24) reported that in the older literature the percentage of patients with a single
depression varies rather widely: from 129/ to 589/; he hims=If found that 22 % of 202
male and 15% of 235 female patients experienced the depression only once. Taschev
(26) found an intermittent course in 47.5% of a group of 372 patients. Age proved also
to be of significance in this respect: 759 of patients with recurrent depressions and
757, of those with a single depression were over age 40. Of the patients with a first
depressive phase, 65.8 %/ were older than 50. 1t was established that recurrences could
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be expected in 129 of patients whose first depressive phase occurred before age 20.
Patients under 40 had experienced an average of two dt,plf,‘SSl‘/A., phases: in age group
40-50 this average was 2.31, and in patients over SO it was 2.5. The majoriiy of the
relevant publications show that—particularly in larger groups of patients with viial
depressions—there 1s always a marked female predominance (generally a ratio of
2:1).

As regards the possible characteristics of the vecurrent type, there are indications
that the recuriences are not quite random. Angst ef al. (1) studied this aspect i 1584
patients; they divided the recurrent course into i« number of cycles, one cycle being the
interval between the begiuning of a vital deprassive phase and the beginning of the
next (including the ‘fiee interval’).

The advantage of this miethod is that the duration of the depressive phase as such
need not be directly taken into account (this duia2tion is known to vary rather widely).
[n the abovementioned 1584 patients thz first phase was found tc occur maostly
between age 40 and age 60

It was also found that the cycle duration depended on the age at which the first
phase had occuired, age as such, and the number of cycles already completed. A tivie
analysis of ihe eutire group of patients in 5-year periods showed that the anr:al
number of ¢ycles during the first S-year povicd was 1, 1,2, 3 and 7, reopec Il\clv s
means that, generally, the duration of each subsequent cycle was about 209 less tha
that of the preceding cne. There was thercfore an unmistakable increase in the nunn't

of cycles, i.e. more recurrences, at an incrsased age, but a decrease after age 60. Simila
findings were reported by Kielholz (£3), Taschev (26) and Isaaksser (10).

Particularly in evaluation of therapentic results it is of importance to have soire
impression of the duration of a vital depressive phase to be expected. Matussek ({7)
studied the duration of endogenous depressive phases in 132 female and 112 male
patients, none of whom had teceived ECT or antidepressant medication. Thee
patients experienced a total of 577 depressive phases. The phase duration did not
exceed 7 months in 759/ of cases. Male patients more frequently showed longer, but
also more frequently shorter phases; the female patients showed icre
recurrent phases.

THERAPY AND RECURRENT COURSE

wat therapy. But
e an acceptable
309, according to
h ECT, however. The

Vital depressions are the indication par excellence for autidepr

this general rule cannot conceal the fact that this therapy is ' pu d
degree of improvement in a relatively lirge percenia:

Kielholz (13)). Improvement o1 cure can ofts

investigations of Greenblatt ¢ o/ (3, &) siiown that the curz rate in
ran that 1!1@, cure was generally
achieved more qui rted by Dally (4) and Kalinowsky
(11). Given adequate dexm* aation of i ations, even more favourable results seem

obtainable by & combination of aniidepressants and ECT. In a group of 168 patients

patients treated by ECT was eabstiaite
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1 ihis combined treatment, Heinrich es o/, (7}

ried tatlure in onlv a very small

cezreentage of cases: 179
The remission rate i a group of patients treated exclusively with antidepressants

v e D030
VR G

. Experienca with antidepressant medication shows, moreover., that in patients

f2ss marked in each subse-
quent depressive phase. so that ECT was ultimately unavoidable. ECT should certain-
Iy also be resorted to in patients who insufficiently respond to long-term antidepres-

with vecurrent vital depressions the effect of treatmeni w:

sant medication (3-5 weeks). This aspect has also been «iscussed by Scheid (23) and
Yan Praag (20). In some cases antidepressant medication atone produces no accepl-
able result until after 4-5 months. This may be a sham therapeutic effect, for in these
cases a spontaneous phase of recovery may welt have ensued during the long period of
medication. Be this as it may, it should always be borne it mind that even a mild vital
depression gives the patient much distress, and that the primary objective of therapy
shoii be to eliminate the depression as quickly as possible. There remains the ques-
tion «
course

t a possible ielationship between antidepressant medication and the recurrent

As already indicated, the risk that a vital depression in a given patant niay

become recurrent s notinconsiderable. Bearing this in mind, the criterin for adeguate
therapy are therefore in fact twofold: to shorten the depressive phase as such as much
as possible, and to prevent further recurrences. As regards the first objective, there are
indications that real shortening or arrest of an (endogenous) vital depressive phase
can be effected only vt the aid of ECT; with antidepressants, one can achieve only
what might be described as a ‘tiding aver’. This impliss that antidepressant medica-
tion must be continued for some considerable time: at least 8 months. Short-term
medication carries a high risk of rapid recurrence or re-manifestation of a depression
which in fact is still present. This wa: pointed out as early as 1964 by Kielholz and
Poldinger (12) and later also by other investigators, e.g. Schiphowensky (24).

Oune might agree with Hofman e7 al. (&) that treatment (ECT and/or antidepressant
medication) can influence the depressive phase as such but cannot really affect the

endogenous depressive disease process—a prouess of which a recurrent couirse can be
an essential characteristic,

This view raises the question whether recurrences might perhaps be prevented by a
maintenance dose of antidepressants. The data in the relevant literature seem (o
indicate that this is not the case; on the contrary, there are indications that more
protracted antidepressant medication may in fact produce a paradoxical effect: in-
creased recurrence rate and reduced cycle duration.

This would also apply to patients whose depressive phases as such can be adequately
treated with antidepressants. Hoheisel (9) made a catamnesie study of 64 patients
oldsr than 530 and 24 patients younger than 50, who experiznced a tofal of 251 endo-
geaous depressive phases. In the older group the *free interval’ prior to antidepressant
medication averaged 28.6 years; treatment at that time fargely consisted of ECT. After
introduction of antidepressant medication the average duration of the free interval
had become 4.5 years. The corresponding figures for the younger group were 14.5 and



RECURRENT VITAL DEFRESSIONS 97

4.6 years. Hoheisel therefore contended that antidepressant medication causes quicker
recurrence. On the other hand there is the lact thai in a number of cases recutrences
can be treated without hospitalization, specifically with antidepressants, and sometiies

sy increasing the already prescribed maintenaiice dose.

According to Tili er al. (29). vital depressions (reated by long-term antidepressant
therapy show an unmistakable change in thet course. This change was characterized
by them as “chronification’, which can become wanifest in three different ways: an
symptomatic course upon continuous administration of larger doses of antidepres-
sants over a period exceeding 18 menths, an only partal cure in response (o anti-
‘epressants, or 2o alternating course with frequent alternation of mildly depressive
wnd mildly hypowanie phases.

The number of patients with o genuine phasic course wa
=d the suspicion that the “tendency to alternate’

s thus reduced. Schip-

rowensky ef af. (24) likewise expre
can increase in response to contmued antidepressant medication, thus causes a

to a more chronic cour Angst er al. {2)

pharmacogenically determined clas
found that, during leng-term mainienance therapy with imipramine the cycle dirvi-
ravion of an anii-

fion was reduced (recurrence rate mcreased): chronic adminis

depressant has no prophylactic effect (according to these authors, this does not apply

to lithium carbonate propylaxis).
Hofman ¢ o/, (8), however, found no significant difference in tecurrence tule

during the 10-year period following the first depressive phase, betwes i a group of 75

patients mostly tieated by ECT and a group of 60 patiznts treated exclusively wiih
antidepressants

One of the shortcomings of the abovementioned studies is thst many of them
compare heterogeneous groups of paiicnis: also, most of the Aguies presented con-
cern clinteally treated depressive phases This is o disadvantage a'so mentioned by
angst ef of (2) and Klerman (7). In other words: these langitudinal studies prese .t
msufficient data on the number of, sayv, milder depressive phases not requiring clinic.a
trzatment. A preliminary summary ot the data from the literature leads to the
soression that antidepressant medicaticn, particularly il more protracted, is more
fikely to be followed by an increase than by a decrease in the number of recurrence i

recurrent vital depressions. In this respect a moere optimistic report was
patients with recurrent endogencus vital depes:

published by Saran (22):

ber of deprassive phases was sigrificantly smaller than duiing the lapre: o

eend o

This study thus tndicated overall improvement in the course of o=

sions. Saran can give no definite exglanation of this finding
the timprovemest in oart 1o more systemativ il
/

study of 93 petients, Mindham ¢

avignces

i

W mainternres dose ol amitrip-

tyline during a bemonth peviod than in 4 ciavocbe gronp,

> find thad 1 reme

Reviewing ihss

resurient CH(,‘EO‘_QG‘](\‘.'S 3
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sant medication. It may be mentioned in passing ih2. an evaluation of lithium pro-
phylaxis 13 not within the scope of this article.
Another difficulty lies in the fact that the (endogenc:
a recurrent course while there are no sufficient verified «
recurresit course. This has been pointed out in a Leading Aviicle in The Lancet (16). It
maintains that, if the number of recurrences is smaller during the therapeutic period,

«1tal depression has as such
ro on the normal or genuine

this does not as such warrant a conclusion in favour of a ihzrapeutic effect, particular-
ly if viewed against the background of the in fact unpreddictable recurrent course of
the condition per se.

Comiparing patients, therefore. attempts should be :uade to ensure that groups
v in terms of age, type of
psychosis or depression, and earlier phases. Invariably it proves to be very difficult
to arrange groups which fulfil these criteria. Ideally, moreover, studies of the course in
individual patients should compare periods in which the tisk of recurrence is the
same, and this is likewise a criterion which it is diffcult to fulfil,

Finally, it is of essential importance to collect data on «// the depressive phases
which a patient has experienced in a given period of time. As already indicated, many
of the studies in the literature fail to fulfil this criterion.

Th: study to be reported here was an attempt to fulfil these criteria to the best
possible extent,

compared are as homogeneous as possible, particula

PERSOMNAL OBSERVATIONS

Method and i.aterial

All patienis in whom vital depression was diagnosed and v/iio were treated clinically
or as out-patients during the years 1965, 1966 and 1967, wzre followed up untii 31st
December 1971, At least four times per year the patienis weis summoned for a follow-
up examination, but this was often done more frequ:ntly in accordance with the
course taken. Six female and four male patients withdrew from these follow-ups.
Further information on these patients was obtained from their family doctors; in
none of them had recurrences been noted.

Of course a number of patients were eliminated in the course of the follow-up
period, either due to death or because they moved elsewhere; one man and one woman
moved elsewhere; three men and six women died during the follow-up period (two
women comritted suicide during a depressive phase and the yemaining seven patients
died from nou-psychiatric causes). Thus there remained two groups: 56 women and
28 men. These two groups were each divided into five age categories: << 40, 40-49,
50--59, 60-69, and 70 and over (always counting from the end of the study; see Tables
2 ihrough 4).

I all casas, case histories were available to give information on the course of illness,
if &ny, prior 1o the follow-up period. In this respect is is to be noted that the patients
came from a geographically well-defined area: generally the Northern part of the
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Fig. 1. Classification of the £6 femnaws patients according to age at onset of the first depressive phase.

I[sle of Walcheren, including the city of Middelburg. The age at which the firss
depressive phase occurred was estabiizhied for all patients (Figs. 1 and 2).

The age distribution largely agr :d with the data from the literature, e.g. Angst
et al. (1). A general orientation on a possible familiar hereditary taint or fhereditary
factors was derived from the history of cudogenous depressions and/or symptoe:s of
manic~depressive psychoses in direct refatives: father, mother, brather(s), sisi=i(s).

The extent to which psychiogenic factors could have been of importance was ble-
wise studied; the premorbid personality was gives

The basic attitude on therapy was: systematic treatment with tricyclic antidenies-
sants, combined with ECT if indicated.

Finally, an aralysis of cyele durations was made. Efforts were made to establish
whether or not a significant change in cvcle durations occurred alter institution of
systematic treatment with tricyclic antidepressants.

i attention in this context.

Results
(1) Hereditary factors

Hereditary factors were demonstrable in 16 female and 10 male paticists he

°h 35T

age

fo patints eutordug 1o age at onset of the first depressive phase,
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TABLE 1

PRESENCE AND DISTRIBUTION OF HEREDITARY FACTORS IN boyer-sne AND FOMALE PATIENTS

Women 712 13 i4 17 1§ 23 3 34 37 39 44 45 52 54
Nos.
P + o+ 5
M i 3 + o+ + o+ +
F H I +
S | + + 1 +

(Patients 17 and 23 are sisters)

Men 2 3 7 & 13 15 24 25 27 28

Nos.
P + -+ r " T - +
M i 1
F +
S + + T

P: fath-+: I1: mother: F: brother(s); S: sister(s).

distribution of these factors (hereditary taint) over father (P), mother (M), brother(s)
(¥), sister{s} {3) is shown in Table I.

(2) Significasnce of psychogenic factors and premorbid personality

Psychogens: factors were found to be of significance in 17 male patients. In 11 of
these patients (No. 2, 10, 11, 13, 14, 15, 20, 21, 24, 25, 26) the personality structure
showed features indicative of statothymia, i.e. the statothymic predepressive charactet-
istics described in the introduction. Most of these psychogenic factors involved over-
exertion in the work stituation. An interaction between what may be called the psycho-
traumatic situation and.the statothymic state existed in all these cases. It was a con-
spicuous finding that in the female patients the possible influence of psychogenic
factors was relatively less frequently involved (in only 9 patients). The majority of
these cases entailed situational stress resulting from a change of residence, unsolv-
able marital conflicts, family conflicts, oss of marital partner, imminant bankrupicy,
etc. It was also conspicuous that none of the female patients showed statothymic
characteristics.

(3) Therapy

Therapy in all cases consisted of systematic medication with tricyclic antidepres-
sants and, if indicated, ECT—always in accordance with the principles outlined in
the itrodiztion,

A number of patients received a maintenance dose of antidepressants throughout
the period of observation (see Tables 2 through 4). If depressive phases recurred in
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these cases, then the maintenance dose was increased; in a few cases (4 female and
2 male patients) it was thus possible to cope with recurrence in an out-patient setting.

This study has confirmed that ECT is often 1ndispensable in the treatiment of vital
depression. This is demonstrated by the following data. Before the introduction of
systematic antidepressant medication, the 56 female patients experienced a total of
35 depressive phases, in 16 of which ECT was recorted to. During the follow-up
period these female patients totalled 126 depressive phases, in 23 ol which ECT was

combined with the antidepressant medication. The corresponding figures for the 28
male patients were: 18, with ECT in 6, and 51, with ECT in [2.

It was also established that some patients initially showed an adequate response to
antidepressant medication bu‘ in subsequent recurre

=5 proved to have become
resistant to this medicarion. A change of drug sometimes was, but often was not
effective so that ECT had to be reserted to after all. This was the case in No. 26, 44, 52
and 35 of the female, and in No. [3 and 25 of the male patients. A striking finding was
that female patients 52 and 55 remzined free from depression until the end of ihe
follow-up period on a maintenance :lose of chlotimipramine.

(4) Analysis of cycle durations, change of recurrent course?

Tables 2 through 4 indicate the depressive phases which occurred during the period
1940 through 1971 in all patients in the various age categories. They «iso indicate ifie
cycle duration in months (cycle duraticn = the interval between the onset of a depies-
sive phase and the onset of the naxt depressive phase, including the free interval).

For the purpose of statistical analvsis. (he interval in months betsveen the onset of
the last depression and the closing date of the study (31st December 1971) was estab-
lished for each patient. As indicated, the question studied was whether in the patients
concerned the cycle duration changed (decreased) after Ist January 1965, i.e. after
institution of wore systematic antidepressant medication.

It was found of relevance to establish the mean cycle duration per patient, thus
giving a patient with frequent cycles less ‘weight’ than the one with few cycles, i.e. few
recurrences. Also, a distinction must be made between patients in whom cycles occur-
red both before and after Ist January 1965, and those in whom cyeles were deinon-
strable only before or only after this data. In the former case we statistinally hove o
related samiple, while in the latter case we have an independent sample. Of couise this
implies non-identical statistical testing.

Table 5 presents the arithimetic means, the medians of the meay cyele duiviions, the
mean cycle duration and the median cycle duration in beth total oo {00 the latter,

the cycle duration was not first averaged per palient)
The figures ohtained warrant the conclusion that, afier

and the male patients showed a decic :

the mean cycle durations, The soims anplies (o ihe aean cvole duration and the

« b ih the female

10 the spedianof

median cycle duration.
Ouly the independs
value should be attache!
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TABLE 3
SEr AL PATENTS AGED 40 THROUGH 49 (Mos. 40 through 46) AND AGin LanER 40 (Nos. 47 through 56); OTHERWISE
AS TARLE 2
Puiicin Age at Calendar years
No. oitye! T . — T R
Ist phese 40-50 51 53 54 55 56 57 5§ 59 62 63 64 65 66
10 43
4 42
42 36 [N
13 39 [x
44 36 ¢ ¢
45 39
46 37 [}
47 34 ¢
48 KN
49 27 € ¢
50 32 «¢ ¢
51 31 ¢
52 23 ¢
53 29
54 28
5 25 (¥
56 22 {

concerned only a single patient. The difference between before aund after Ist January

1905 was more marked in the female than in the male patients. Upon summation of

the 1¢tated and the independent sample, the mean of the means in the men was 49.7

prioy io Ist January 1965, and 24.6 after this date: the coresponding figures for the

femnales were 93.8 and 18.8.

it is to be noted that the abovementioned means and medians refer to cycles com-
pleted before 31st December 1971 ; in other words: cycles not completed by this date
are not considered. Most of the latter were protracted cycles which still continued on
31st December 1971, In fact it can be stated that disregarding these uncompleted
cycles shortens the mean cycle duration. The uncompleted cycles can be accounted for

N two ways:

{a) on the basis of the assuniption that a new depressive phase begins in each patient
on Ist January 1972; this can be called a minimum estimate of the uncompleted
eycle duration;

(b} on the basis of the assumption that 31st December 1971 is a random moment in the

nleted cycle duration; the best estimate in that case is that this moment

1w hiolfway des cyele duration: in other words: this is a doubling of the minimum

still unco

estimae of the uncompleted cycle duration.
These esinmates of uncompleted cycle durations are presented in Table 6, the figures
aiption (b) being given in brackels. Table 6 shows that, even allowing

referring 16 ass
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Cyele duration (reaths) PIK A.D. E.S. HER. PS.

_ - CONT.
57 68 69 70 71
4 — P g
- P + L
- ™ :
i ¢ © K +
£l O K - -
i — K f i
. P
« LK 22.27 K i i
« — P L
85 P -
© 3-28 K
LK 32 K -
e 000 464 O 96 3-2 K i + )
LK LK LK 11 K }
L — K -4
LE «© O © 4 17-10-10-9 -4 K -
— P

for the minimum estimate of the uncompleied cycle duration, the mean and the median
of the niean cycle durations are decieased in the female patients. This also applies to
the mean and the median of all cycle durations. The above continues io apply to the
female patients when assumption (b) is applied.

The related sample of the male patients shows a decrease of both the mean and the
median, for the uncompleted cyele duration as well as after accounting for it acrord.
ing to asswmption (a) and assumption (bj. The independent sample of the males can he
disregarded (only one observation pricr to Ist January 19635). Consideri
durations, we find an increase of the madian whereas the nican dacreases =i o g

tion (a) and increases when assumption (b) is applied.
Summating the related sample and the mdep“ndcn cample, we Gad s e
the means in the male patients is 38.5 (50 3) betnro and 47,5 ¢7 fte

Lary

The

1965, the corresponding values for the ﬂcmale cing 93.4 ¢
figures in brackets refer to assumpiion (&),

In the statistical analysis of the relat

symimelry test were applied, In ik

avter Ist January 196
wcompleied ey

the difference between the mes:

13 pot statistically signifivant, e dura-

tion as describad above code Gt or B ogdtean e 00250 with assumption (b,

however, it 1s not si;
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TABLE 4

DENTS AGED 70 AND OVER (Nos. | through 3), AGED 60 THROUGH 69 (Nos. 4 through 9), AGED 50 THROUGH 59
ihrough 19), AaGeD 40 THROUGH 49 (Nas. 20 through 24) AND 2GEr UNDER 40 (Nos. 25 through 28), OTHER-
WISE AS TABLE 2

IS S

Pl 4

B _ o —
Purtioni Age at Calendar yedars
Ho onsei

Ist phase  #0-50 51 52 33 54 55 56 5758 59 0 61 62 63 64 65 66

e ——

i 68
2 61 o | R B
3 55 g ©
4 63 «
5 52
& 54 ©
7 57 ©
z 44 O O O €
o 56
10 55
il 52 ©
12 51 ¢
13 43 ©
14 52 O
15 50
16 28 [ [}
17 32 (K © Q [ & € O
i8 45 O
19 45 ©
20 45
21 40
22 35 0O
23 35 [ ¥ (£
24 35
25 33 © O
26 32 ©
27 29 ©
28 16 0 © @

In the female patients without uncompleted cyels duration the difference (decrease)
between the value before and that after Ist January 1965 is statistically significant
{p < 0.0025) . The difference is likewise significani (<2 0.0005) when assumption (a) is
apphed, but not (p > 0.05) when assumption (b) is applied.

in the analysis of the independent samples, the Mann-Whitney U-test was applied.
Without accounting for the uncompleted cycle durations, the male patients were
fuund fo show =t increased mean cycle duration after [st January 1965: from 6.3 to
9.7 (Tabls 5). Thiz increase is not statistically sigunificant (p > 0.05). The same holds
true when assumpiions (a) and (b) are applied.

In the female patiznts without uncompleted cycle duration the mean of the mean
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— - 7 4ER. 7S ST
Cyele duration {months) PIK  AD. ES.
— CONT.
67 68 69 70 71 ' -
T - R
0 — K B + -+
6-6-7-6 P F .
120 K
« i0 P b
- K
36-19 K+ b
¢ 39 K+ - +
VO 00 0O ¢ 12-108-24-29-3-3-2.6-6-6 K + +
¢ ¢ 13 p
C — r : +
L} 5i K 1
© o 40-13 P + . ~ +
31-35-18 K+ + f +
- K + ; ! +
¢ ¢ 5 K ' +
b ¢ 216-36-34 K+ 1
C 60-24-24-24-28-80 p +
- K +
LK 22 P
+
© - P + + +
« 4 K +
6 K + +
14 p : 4
¢ o 5 K 4 *
I - !
€ 1749 K+ + + A
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cycle durations per patient was 115.6 before and 18.8 after Ist January 1° e The
This difference is statistically significant according to the test used (/7
same helds true when assumptions (aj and (b) are applied.
Discussion and conclusions
] scurient vital
It is of eszential irpertance in a leng-term study of (he oo orse of I::nse foo mild
depressions that data ars avaiiable ¢ B8, 5*‘«i“dmg‘Ihﬁ;)rmaziﬂn on
torequire chinical freatment. The v 0 adequate ! ated depres-
this point becanse the s aserity of pat e
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UUTHEME TIC RIEANS AND MED) AN OF MEAN CYCLE DURATIONS, £

AND =i 1ST JANUARY, 1965; P-vaLu

bofire 1-1-"65 after 1-1-"65

Reluted sample
mean of means
median of means
Independent sample
mean of means
median of means
Total munber of cycle
durations

). D. VAN SCHEYEN

TABLE 5

L NUMBER OF MONTHS BEFORE

5 T ERNED

Women

after 1-1-"65

N =7
359 3l.60
10 26.5
N =1and 10
6.3 19.7¢
6.3 13.5

N =19 and 25

mean cycle duration 144 21.0
median cycle duration 24 14
ap o 045
bop o 00075,
« [] T 3
d p R
TABLE 6

N =14

79.8 18,91
70.5 16.4

N =9and 15
i15.6 18.8¢
i20 18

N = 35 and 71
839 151
74 12

AS TABLE 5, fUT ACCOUNTING FOR ONCE AND TWICE (in brackets) THE MINIMUM ESTIMATE OF CYCLE

DUKATIONS UNCOMPLETED ON 31sT Decrmper, 1971

Men

Women

hefore 1-1-"65

afrer 1-1-"65

Related samp!l.
mean of mexns
median of i ans

Independent sc: ple
mean of nsans
median of means

Total of cvele durations
mean cycle duration
median cycle duration

N =29
62.4 32.8(52.a)
48 33 (45.5)
N = 1and I8
23 (41 ) 47.3(88.9)"

6 (6) 435076 )
N =22 ani 52

50.2 (54.3) 33.6{57.1)

29.5(29.5) 31.5(38.5)

before 1-1-"65 after 1-1-°65

N =23
93.8 39.5(71.8)¢
90 27.7(42.7)
N =1 and 32
84 (168) 43.6 (81.6)"
84 (l168) 27.7(42.7)

N = 36and 126
81.0(83.3) 28.1 (47.6)
74 (74 21 (25 )

*p 0.025(y = 0.10)

Y p - 0,005 (p - 0.05).
©p - 0.05(p = 0.05).
¢ p o2 0.05(p < 0.05).

prompting facior

depie

phases in these cases

A gysiematic follo

sionz, This w2 one of the circumstances which prompted the present study. Another
was the impression that systematic treatment with tricyclic anti-
ssaniv was raore hlely to increase than to reduce the number of depressive

w-vp study was made of 56 female and 28 male patients over a
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period of 4-7 vears, data also being available on the course of the depression prior to
this follow-up period. With regard to possible actiological factors, familial hereditary
taints were found in 28 9 of the female and 36 % of the male patients. The influence of
psychogenic factors provoking depression was much more frequently demonstrable in
the males (17 cases = 609,) than in the females (9 cases = 16%;). In the majority of
the male patients, moreover, an interaction zxisted between the psychological stress
situation and a personality which impressed as statothymic or predepressive in the
sense indicated by Tellenbach (27, 28). This pzrsonality was demonstrable in I [ of the
I7 abovementioned male patients. It was 2 conspicuous fact that this statothymic
premorbid personality was not demonstrable iii any of the female patients. It can there-
fore be tentatively concluded that pure endogerous vital depression is more common
among women than among men. That there wers iwice as many women as men in the
total group of patients is in agreement with the data in the literature on larger series o
patients with vital (unipolar) depressions.

A long-term evaluation of therapy with tricycl:c antidepressants seemed mevs
important than speculations about the aetiology i the vital depressions. To begi:
with, it was established that exclusive antidepressant medication produced an acce:i-
able therapeutic result in only a propoition of the depressive hases observed
clinical setting, the antidepressants were first given intramuscufarly in rapidly ino:
ing doses, as usuall whereupon the transition to oral mnedicatioir was gradually 1w

During the study period of 5-7 years, the 56 female patients totalled 126 depu\ e
phases, in 23 of which the insutficient effect of antidepressants necessitated ECT';
latter was therefore indicated in 189 of the total number of depsessive phases. H‘:e
therapeutic objective was aiways to ¢liminate the vital depression as quickly v
possible.

The 28 males totalled 31 depressive phases during the study period; in .« of th
phases (26 %), ECT proved to be indicated alongside antidepressant mediciation, it w2
found in a number of patients (4 women and 2 men, all with frequent r=-uri- Ces> £
the therapeutic effect of antidepressant medication diminished in escl 2403 '
depressive phase, so that ECT ultimately was indispensable. A changs <
drug had no distinct effect on the increased resistance in the majority

The requirements which therapy must meet in order ta be ‘
quently recurrent condition as vital depression, are twoichd, En B, Bl
ate the depression as quickly as possible; secondly, it \hx :
against recurrences (increase the cycle duration). In this
nuous administration of lithium salts szems to open good orinn oilve
ever, are not within the scope of this ariicle.

Our study did reveal an alternative pessibiliiy, Soovsin o o oy A always

fawe 1 the cutepatient sefting,

it was possible to deal with an incipient ¢

coibeo o won even nints evident

e.g. by ncreasing the msintenan: v
i wtic long-term antidepressant
cal effect on the recurrent
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in othier words: this therapeutic approach was associated with an increase in
recurrence rate and a deceease in cycle duration. Ti2 liierature indicates that in any
:ase recurrent vital depraesions generally tend to shiow @i increase in the number of
recurrences 1n the couics of time. Gradnally, recurvences occur more quickly; the
cycle duration (the interval hetween the onset of the d= sive phase and the onset of
the next depressive phas=) diminishes; the litterature suggests that the duration of each
subsequent cycle is about 207 shorter than the precedi vcle.

The present study showed that, particularly in the fersale patients, the number of
recurrences had sibstantially increased; in these patien:: the decrease in mean cycle
duration was statistically significant. The interpretation < this phenomenon remains
difficult. Should it be regarded as an untoward long-term = ¢ effect of treatment with
tricyclic antidepressants? Do psychological factors play a rolz in this respect? For
example, in the physician-patient relationship?

Althotigh these questions cannot be answered, their implications do not seem very
plausible because the increased recurrence rate was particularly observed in the female
patienis, in whom the influence of psychogenic factors was relatively l2ss than in the
males, Moveover, it was characteristic of the female patients that the typical “"unmotiv-
ated™ o
of the ~dogenous vital depression and it was quite clearly indicated by the patients

Q

sssiveness was gquite common among them. This is one of the characteristics

themseives, in retrospedi.
SUMMARY

A systematic {ollow-up study was made, until 31st December 1971, of 56 female and
28 male pati=nts treated for vital depressions clinically or as out-patients in the years
1965, 1966 uiid 1967, During the follow-up period the 56 female patients experienced
a total ¢f 126 vital depressive phases, in 23 of which (18 %) ECT proved to be indicated
alongside treatment with tricyclic antidepressants. The same applied to 12 (26%) of
the 51 depressive phases which occurred during the follow-up period in the 28 male
patients.

Psychiatric evidence of a familial hereditary taint existed in 28 % of the women and
369, of the men. Probably depression-provoking psychogenic factors seemed of
importance in 17 (60°) of the male patients. In 11 of these 17 patients the premorbid
personality showed the features of Tellenbach’s ‘melancholic type’ (statothymia).
Psychogenic factors seemed involved in the vital depression in only 6%, of the female
patients.

Particularly in the long view, systematic trealment with tricyclic antidepressants
proved to be associated with an increase in the total number of recurrences (i.e. a
decreased cycle duration as compared with that prior to the follow-uip period). This
was found to be statistically significant in the female patients.

The question arises whether such an increased number of depressive phases whould
not be regardzd as a side effect or paradoxical effect which, after proiracted therapy, is
produced by the tricyclic antidepressants so far most commonly used.



