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A TRIAL ON THERAPEUTIC EFFECTS OF
CLOMIPRAMINE IN ENDOGENOUS DEPRESSION -
PERSONAL OBSERVATIONS

Leszek Tomasz Ros

REZUMAT

Introducere: Clomipramina este indicata in principal in depresia cu inhibitie psinomotorie, cu nivel redus al anxietdtii si agresiunii si cu simptome obsesiv-
compulsive foarte intense.

Material si Metoda: Clomipramina a fost administratd timp de 6 saptdmani in 50 de pacienti tratati ambulator, diagnosticati cu depresie majord. La acesti
pacienti, depresia endogend a fost la cel putin al treilea episod si episoadele maniacale nu au apdrut niciodatd. Toti subiectii studiati au corespuns criteriilor
de diagnostic pentru sindromul de depresie endogend, conform DSM |1l si DSM V. Clomipramina a fost administratd oral in doze de la 50 la 150 mg/zi, preparatul
folosit fiind Hydiphen, tablete de 25 mg. Autorul nu a utilizat un grup de control, fapt considerat neetic avand in vedere riscul suicidar al pacientilor. Eficienta
tratamentului cu clomipramind in depresia endogend a fost evaluata utilizand Inventarul Beck pentru depresie tnainte si dupa tratament.

Rezultate: La pacientii cu cea mai mare deprimare a afectului, Hydifen a avut rezultate foarte bune, cu remisiunea completd a simptomelor dupd tratament.
De asemenea, medicamentul a fost eficient la pacientii cu cea mai mare intensitate a simptomelor hipocondriace.

Concluzii: Hydifen este foarte util in cele mai severe forme de depresie. Efecte foarte bune au fost observate in tratamentul depresiilor cu inhibitie psihomotorie,
frecvent aproape de stupor.

Cuvinte cheie: clomipraming, depresie endogena severd, stupor, simptome hipocondriace

ABSTRACT

Background: Clomipramine is indicated mainly in depressions with psychomotor inhibition with low level of anxiety and aggression, and with very intense
obsessive-compulsive symptoms.

Material and Method: Clompiramine was administered for six weeks in 50 outpatients diagnosed with major depression. These were patients in whom
endogenous depression syndrome occurred at least for the third time and in whom manic episodes were never observed. All studied persons met the criteria of
endogenous depression syndrome according to DSM Il and DSM 1V classifications. The drug was administered orally in doses from 50 to 150 mg daily, in form
of 25 mg tablets called Hydiphen®. The author did not compare the results of the drug with a control group as considered that was unethical because of suicidal
tendencies of the patients. The effectiveness of clomipramine on endogenous depression was assessed on the basis of results of Becks inventory before and
after treatment.

Results: In patients with the greatest mood lowering, Hydiphen® exerted outstandingly good effects with complete remission of symptoms after the treatment.
The drug was therapeutically effective in patients with highest intensity of hypochondria.

Conclusions: Hydiphen® is very useful in most severe depressions. Very good effects are observed in the treatment of depressions with psychomotor
inhibition, frequently near stupor.
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INTRODUCTION

Affective disorders have usually a recurrent course, in

form of phases. If the phases include only depressions,

Clomipramine is the drug of choice in the treat-
ment of unipolar affective disorder, that is endog-
enous depression, also called phasic depression.'?
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this condition is then called unipolar affective disease.
Much evidence points to the role of genetic factors in
affective diseases.’

Clomipramine is an antidepressant drug with tri-
cyclic structure, a dibenzoazepine derivative, and has
been introduced to treatment by Kuhn in 1963. It
strongly inhibits the intraneuronal uptake of serotonin
and, weaker, that of noradrenaline.*® It is indicated
mainly in depressions with psychomotor inhibition
with low level of anxiety and aggression, with very



intense obsessive-compulsive symptoms.®” The onset
of therapeutic action is observed usually after seven
days of drug administration.® In the so called major
depression (endogenous depression), clomipramine
significantly increases prolactin level.” Clomipramine
can rarely cause the increase in anxiety, insomnia, ta-
chycardia, and dryness of the mouth.

Some authors demonstrated dysfunction of
serotoninergic and noradrenergic neurotransmission
in experimental depression model in rats, where
clomipramine proved to be the drug of choice.'’ Other
authors studied sexual behaviour of rats treated with
clomipramine. They demonstrated that clomipramine
therapy in doses higher than 20 mg/kg daily caused
significant impairment of sexual behaviour in adult
male rats."

In other studies it has been shown that therapeu-
tic effectiveness of clomipramine was very similar to
that of moclobemide. Anticholinergic effects, body
weight gain and hypotensive effect developed more
frequently in the group treated with clomipramine.'*"
Some authors suggested a high similarity between the
effects of clomipramine and imipramine on monoam-
ine levels, mainly noradrenaline and serotonin, in the
synaptic cleft. It was shown that in some endogenous
depressions, depressions resistant at the pharmaco-
logical treatment, amitriptyline, nortriptiline, imipramine
and dibenzepin proved slightly more effective than
clomipramine.'* In drug-refractory depressions the ad-
ministration of clomipramine and maprotiline in in-
travenous infusions was very effective.'

Other authors administered clomipramine to pa-
tients with major depression and alcohol-addiction
syndrome. A significant improvement of psychic con-
dition was obtained in about 40% of the patients.'®
Adverse effects were observed during administration
of thymoleptics, mainly clomipramine. In one study,
from 84 patients who received clomipramine, in more
than 50 adverse effects developed. The studied
thymoleptics exerted no effect on the haemopoietic
system, parenchymal organs and on hypothalamic
mechanism of baseline thyreotropin, prolactin and cor-
tisol secretion.'”

In depression treatment, the daily therapeutic dose
of clomipramine is between 150-200 mg range, the
maximal dose being 300 mg. In the prophylaxis of
unipolar affective disease, the dose is up to
150 mg daily. The maximal ambulatory dose should
not exceed 150 mg daily.*

Preparations: Two clomipramine preparats:
Anafranil® 10 mg and 25 mg tablets and Hydiphen®
25 mg coated tablets.

AIM

The aim of the study was to assess the therapeutic
effectiveness of clomipramine in endogenous depres-
sion, depending on selected demographic factors. The
author aimed at answering the question on which spe-
cific features of depression the clomipramine is effective.

CLINICAL MATERIAL AND
METHODS

Clomipramine was administered in treatment of
outpatients in the Health Care Institution, Warszawa-
Zoliborz and in patients discharged from the Depart-
ment of Neurosurgery, Clinical Hospital in Warsaw,
128 Szaseréw st. The study group included 50 male
and female patients, aged between 18 and 80 years,
with the diagnosis of major depression. In these pa-
tients endogenous depression syndrome occurred at
least for the third time and manic episodes were never
observed. All studied persons met the criteria of en-
dogenous depression syndrome according to DSM
III and DSM 1V classifications. Eventually the author
used DSM 1V classification, which is more actual. On
the basis of clinical observations, CGI scale and DSM
1V classification the author concluded that the patients
suffered from mild, moderate and severe depressions.
The studied subjects were treated with clomipramine
and systematically monitored for six weeks. The drug
was administered orally in doses from 50 mg to 150
myg daily, in the form of 25 mg tablets called Hydiphen.
Additionaly, the patients were treated with diazepam
and flunitrazepam to mild the feeling of anxiety and
insomnia.

The patients were treated ambulatory, using of
pharmacological means and psychotherapy. During
successive visits, mental and somatic status of the pa-
tients was assessed. Basic laboratory blood tests and
chest radiograms were also performed to answer the
question of somatic health of the patients. The pa-
tients were somatic healthy so there were no
contraindications for clomipramine treatment. All
patients were treated by the same doctor - the author
of the paper. The observations were noted in case
records. In the choice of the drug, clinical condition
of the patient and most recent reports from
international literature were taken into account. The
data for the study were collected from case records of
the patients. In each case record, the history taken from
patient’s family was also presented.

The manuscript is based on Beck's inventory
although each patient underwent also detailed mul-
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tiple tests by 24-point Hamilton Depression
Assessment Scale and Beck Depression Self-
Assessment Inventory and Mongomery-Asberg Scale.
The tests that were used had following scales:

- Hamilton scale - scale: 0 - 80,

- Beck Depression Self-Assessment Inventory -
scale 0 - 63,

- Montgomery-Asberg scale 0 - 70.

The author evaluated the therapeutic effects on
the basis of the above mentioned scales and also on
the basis of clinical examination and observation of
the patients. Depression intensity was assessed by clini-
cal examination and on the basis of ICD-10 classifi-
cation. The author used a number of statistical
methods: contingency tables, Student’s t-test, Kendall
tau correlation coefficient, Pearson correlation
coefficients, Cronback alpha coeffcients and chi2

statistical method.!®!%21:22

RESULTS AND DISCUSSIONS

Beck Depression Self-Assessment Inventory

The study was based on Beck's inventory, which
consists of questions discussing characteristic symp-
toms of endogenous depression.

The study was based on parametrical test, which
gave results of improvement or possible change for
the worse.

In Tables 1 to 20, the percentual distribution of
patients depending on symptoms intensity, before and
after six week treatment with Hydiphen® and the
response achieved by the use of Hydiphen® are pre-
sented.

Table 1. Sadness, depression

Symptom intensity 0 1 2 3
% of patients before 0 20 48 32
% of patients after 40 32 20 8

In patients with the greatest mood lowering,
Hydiphen® exerted outstandingly good effects with
complete remission of symptoms after the treatment,
the number of patients with this option decreased
fourfold (option B3). In patients with moderately
intense mood lowering Hydiphen® produced cure in
over half of the subjects.

Table 2. Looking into future

Symptom intensity 0 1 2 3
% of patients before 0 8 48 44
% of patients after 36 32 16 16
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The number of patients looking into their future
with great or medium pessimism decreased about three-
fold after treatment with clomipramine. The drug ex-
erted virtually unfavourable effect in patients evaluat-
ing their future with pessimism, but not very intense
pessimism.

Table 3. Negligence

Symptom intensity 0 1 2 3
% of patients before 8 40 32 20
% of patients after 52 36 8 4

Clomipramine had beneficial effects in patients
with very intense belief that they are negligent in their
work and they do everything bad (option B2, B3).
The drug was less effective in the treatment of patients
evaluating their activity not very negatively.

Tahle 4. Satisfaction with activity

Symptom intensity 0 1 2 3
% of patients before 0 40 24 36
% of patients after 32 40 16 12

The drug exerted very favourable effects in pa-
tients completely deprived of satisfaction with their
activity (option B3), slightly less favourable effects in
patients only partially satisfied with their activities (op-
tion B2). Clomipramine proved completely useless in
the treatment of patient with the lowest intensity of
the symptom (option B1).

Table 5. Feeling of guilt

Symptom intensity 0 1 2 3
9% of patients before 8 48 20 24
% of patients after 48 40 12 0

Clomipramine exerted outstanding effects in pa-
tients with severe depressive feelings of guilt, taking
the form of depressive delusions (option B3). It was
therapeutically slightly less effective in feeling of guilt
of moderate intensity (option B2) and least effective
in patients with low intensity of feeling of guilt (op-
tion B1).

Table 6. Deserving punishment

Symptom intensity 0 1 2 3
% of patients before 72 12 0 16
% of patients after 84 12 4 0

Hydiphen® exerted good therapeutic effects in
cases of the highest intensity of this symptom, that is
in typical depressive delusions of punishment (option
B3). The drug was completely useless in patient with
milder forms of this symptom.



Table 7. Self-Satisfaction

Symptom intensity 0 1 2 3
% of patients before 0 52 36 12
% of patients after 40 44 12 4

Hydiphen® was faitly effective in the treatment
of patients with medium and high intensity of this
symptom, i.e. feeling animosity against themselves or
hating themselves (option B2, B3). The drug was
slightly less effective in the treatment of patients not
satisfied with themselves (option B1).

Table 8. Feeling of value

Symptom intensity 0 1 2 3
% of patients before 8 52 36 4
% of patients after 44 44 12 0

The drug was outstandingly effective in patients
with the highest intensity of the symptom, that is in
developed typical depressive delusions of guilt (option
B3), slightly less effective in the treatment of patients
with delusions of condemnation (option B2) and least
effective in patients regarding themselves only as in-
competent (option B1).

Table 9. Suicidal tendencies

Symptom intensity 0 1 2 3
% of patients before 64 0 36 0
% of patients after 72 8 20 0

The drug proved therapeutically effective only in
patients with medium intensity of this symptom, that
is in such persons who just want to commit suicide
(option B2).

Table 10. Weeping

Symptom intensity 0 1 2 3
% of patients before 16 20 52 12
% of patients after 40 44 16 0

The drug proved very useful in the treatment of
patients with medium and high intensity of this symp-
tom, that is in such persons who ate constantly tearful
(option B2) and in those who are completely unable
to weep (option B3).

Nervousness

Hydiphen® proved outstandingly good in the
treatment of patients with medium and high intensity
of this symptom, that is in patients constantly nervous
(option B2) and completely not nervous and indifferent

(option B3). The drug was particularly uneffective in
patients with mild intensity of this symptom, that is
slightly more nervous than before (option B1).

Table 11. Interest in people

Symptom intensity 0 1 2 3
% of patients before 4 12 56 28
% of patients after 36 24 32 8

The drug proved most useful in patients with the
most severe form of this symptom, that is in those
who completely isolated themselves from other people
(option B3). The drug was less effective in patients
with moderately intense symptom (option B2) and
completely ineffective in patients with low intensity of
the symptom (option B1).

Table 12. Easiness of decision making

Symptom intensity 0 1 2 3
% of patients before 8 16 52 24
% of patients after 36 40 20 4

The drug proved therapeutically effective in pa-
tients with the highest intensity of the symptom, i.e.
these who cannot make any decision (option B3). The
drug was less effective in patients with less intense symp-
tom, that is having great difficulties in making decisions
(option B2). The drug proved completely
therapeutically ineffective in patients with mild inten-
sity of the symptom, that is those delaying making
decisions more frequently than before depression (op-
tion B1).

Table 13. Assessment of own appearance

Symptom intensity 0 1 2 3
% of patients before 56 8 32 4
% of patients after 76 20 4 0

The drug proved superbly effective in patients
with medium and high intensity of this symptom, that
is in patients feeling that their appearance is ever worse
(option B2) and patients convinced that their
appearance is awful and odious (option B3),
respectively. Unfortunately, the drug was completely
ineffective in patients with low intensity of the
symptom, that is those worrying that they look old
and inattractively (option B1).

Table 14. Ability to work

Symptom intensity 0 1 2 3
% of patients before 12 20 48 20
% of patients after 44 36 16 4
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The drug proved highly useful in patients with
the highest intensity of the symptom, i.e. those unable
to do anything (option B3), slightly less useful in pa-
tients with medium intensity of the symptom, that is
those forcing themselves with great effort to activity
(option B2). The drug was completely ineffective in
patients with low intensity of the mentioned symp-
tom, that is patients starting any activity with great
difficulty (option B1).

Table 15. Sleep

Symptom intensity 0 1 2 3
% of patients before 16 40 8 36
% of patients after 48 24 12 16

The drug proved quite effective in patients with
low grade insomnia (option B1) and with high grade
insomnia (option B3). It was completely therapeuti-
cally ineffective in patients with medium grade insom-
nia (option B2).

Table 16. Fatigue

intensity of the symptom, i.e. those with slightly
impaired appetite (option B1).

Table 18. Body weight loss

Symptom intensity 0 1 2 3
% of patients before 88 12 0 0
% of patients after 9 4 0 0

The drug proved relatively therapeutically effec-
tive in least emaciated and least cachectic patients (op-
tion B1).

Tahle 19. Concern about own health

Symptom intensity 0 1 2 3
% of patients before 36 12 16 36
% of patients after 56 16 16 12

The drug was therapeutically effective in patients
with highest intensity of hypochondria (option B3).

Table 20. Sexual interest

Symptom intensity 0 1 2 3
9% of patients before 16 12 48 24
% of patients after 44 32 20 4

Symptom intensity 0 1 2 3
% of patients before 24 8 32 36
% of patients after 48 16 8 28

The drug proved outstandingly effective in the
treatment of patients with the highest intensity of the
mentioned symptom, that is patients feeling so intense
fatigue that they were unable to do anything (option
B3). The drug was relatively effective in patients with
moderately intense symptom, i.e. those who were get-
ting tired by all activities performed by them (option
B2). The drug was completely ineffective in the treat-
ment of patients with mild intensity of the mentioned
symptom, that is those who were getting tired signifi-
cantly more than before depression (option B1).

Table 17. Appetite

Symptom intensity 0 1 2 3
% of patients before 16 20 44 20
% of patients after 60 20 16 4

The drug was outstandingly effective in patients
with the highest grade of appetite loss, that is in patients
who completely lost appetite (option B3). It was slightly
less effective therapeutically in patients with medium
intensity of the mentioned symptom, that is in patients
with significantly poorer appetite (option B2). The drug
proved completely ineffective in patients with low

168 T™wJ 2004, Vol. 54, No. 2

The drug proved evidently effective in the treat-
ment of patients with medium intensity of the men-
tioned symptom, that is in patients whose problems
interested them significantly less than before depres-
sion (option B2).

CONCLUSIONS

Many authors regard clomipramine as the drug

indicated mainly in depressions with psychomotor in-
hibition with anxiety symptoms.*** The results of
treatment in depressions with high restlessness, psy-
chomotor agitation, hypochondriac features are less
good. The results of this author are partially in
agreement with these reports. Hydiphen® is very useful
in most severe depressions. Very good effects are
observed in the clomipramine treatment of depressions
with psychomotor inhibition, frequently near stupor.
A moderate improvement is observed in depressions
with hypochondriac features. In depressions with
manifestations of anxiety, restlessness, motor agitation,
the treatment with Hydiphen® produces moderate
or weak effects. Clomipramine frequently can be
regarded as the drug of choice in the treatment of
severe endogenous depressions with very intense
obsessive-compulsive manifestations.
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