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AFFECTIVE DISORDERS AND MANKIND
• 1000 – 985 BC The madness of the king Saul 

(The Old Testament) - severe depression, BAP?
• 4th. century BC Hippocrates: Melancholy

(black bile), mania (yellow bile)
• 150 BC Aretaeus of Cappadocia: Melancholy 

linked to mania
• 1899 Kraepelin: Manio-depressive psychosis x 

schizophrenia
• 1953 Kleist, Leonhard: Unipolar x bipolar 

disorder
• 1990 Goodwin, Akiskal: Bipolar spectrum
• 2013 DSM V – separation bipolar x unipolar

Předvádějící
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One of the earliest descriptions of affective disorder is the "madness" of the first Jewish King Saul described in the Old Testament. It probably involved a bipolar affective disorder. In his concept of illness development as a result of improper concentrations of basic humours, Hippocrates believed that the cause of melancholy consists in the excess of black bile in the brain, in contrast to the mania with the increased concentration of yellow bile. Several centuries later Aretaeus suggested that in some patients these two syndromes were linked. At the time of formation of modern psychiatry, Kraepelin clearly separated manio-depressive psychosis from schizophrenia. In the middle of last century, some clinicians drew attention to the fact that most patients suffer from unipolar depression only, whereas bipolar affective disorder is less frequent. Recently, several incompletely expressed forms of the manic symptom in patients with recurrent depression have been brought up and the concept of a bipolar spectrum has been introduced. 



Classification of Affective Disorders
Classification Criteria for Affective Disorders:
• Cause – primary, secondary
• Polarity – bipolar, unipolar
• Intensity – mild, moderate or severe
• Quality – psychotic, non-psychotic 
• Length – short-term fluctuations in mood (brief recurrent 

depressive disorder), long-term decline in mood (dysthymia)
manic episode depressive episode 
• hypomania • mild 
• mania • moderate
• mania with psychotic symptoms  • severe

• severe with psychotic symptoms

Předvádějící
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Mood disorders are clinically manifested in a manic and depressive syndrome. They have their primary causes, but they also occur along with other conditions (symptomatic mental disorders). They differ in their clinical picture, intensity, presence/absence of psychotic symptoms and length. 



Etiopathogenesis of affective disorders 

Biological 
factors

• genetic factors
• biochemical changes (5HT, D, Na, Glu)
• changes in immunity (CRP, Il1,6, TNF-

alfa)
• psychoendocrinologic changes - HPA
• disruption of biorhythms 
• structural and functional changes in 

CNS
• Mitochondrial dysfunction
• Oxidative a nitrosative stress 

(antioxidants, lipid peroxidation)
• Neurogenesis

Psychosocial
factors

• adverse life events
• life style

Předvádějící
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The causes of affective disorders vary and usually involve a combination of genetic and other biological influences with adverse psychosocial factors. In any case, among the relatives of a patient suffering from bipolar disorder there is an increased number of other individuals with affective disorders (10 - 20%). Concordance for BAP in monozygotic twins is estimated at 35%, in dizygotic twins at 25%. However, no a single gene or a group of genes which could be defined as a clear cause of these disorders have been found yet. The development of mood disorders has often been associated with an altered activity of the central serotoninergic, noradrenergic, dopaminergic and other systems. In these patients, a disruption of their circadian rhythms, changes in activity of various parts of the brain especially the activity of the prefrontal cortex, an immunocompromised state, an increased inflammatory activity, and altered endocrine links and production have been observed. In any case, the affective disorder in its active stage is associated with pathological reactions in the entire the body.



Lieberman et al., Pharmacol. Rev. 60:358-403, 2009

Depression – biologically very complex
disorder

Předvádějící
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This schema describes biological mechanisms underlying information transfer in neurons affecting brain plasticity, which could be connected with the development of depression.



Etiopathogenesis of affective disorders 

Biological 
factors

• genetic factors
• biochemical changes (5HT, D, Na, Glu)
• changes in immunity (CRP, Il1,6, TNF-

alfa)
• psychoendocrinologic changes - HPA
• disruption of biorhythms 
• structural and functional changes in 

CNS
• Mitochondrial dysfunction
• Oxidative a nitrosative stress 

(antioxidants, lipid peroxidation)
• Neurogenesis

Psychosocial
factors

• adverse life events
• life style 

Předvádějící
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The causes of affective disorders vary and usually involve a combination of genetic and other biological influences with adverse psychosocial factors. In any case, among the relatives of a patient suffering from bipolar disorder there is an increased number of other individuals with affective disorders (10 - 20%). Concordance for BAP in monozygotic twins is estimated at 35%, in dizygotic twins at 25%. However, no a single gene or a group of genes which could be defined as a clear cause of these disorders have been found yet. The development of mood disorders has often been associated with an altered activity of the central serotoninergic, noradrenergic, dopaminergic and other systems. In these patients, a disruption of their circadian rhythms, changes in activity of various parts of the brain especially the activity of the prefrontal cortex, an immunocompromised state, an increased inflammatory activity, and altered endocrine links and production have been observed. In any case, the affective disorder in its active stage is associated with pathological reactions in the entire the body.



ECONOMIC CRISIS IN SPAIN
primary care

Mental disorder 2006 2010
Major depression 28,9 47,5
Minor depression 6,4 8,6
Dysthymia 14,6 25,1
GAD 11,7 19,7
Somatoform disorder 14,8 21,4
Panic disorder 9,7 15,7
Alcohol abuse 1,4 6,2
Alcohol dependency 0,2 2,7

p < 0,001 Gili et al., 2012

Předvádějící
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During the economic crisis in Spain number of GPs consultations of patients with depression almost doubled.



LIFETIME PREVALENCE OF DEPRESSION
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It seems that the prevalence of depression is connected with economic differences measured by GC in individual countries. The greater the differences are, the higher appearance of depression is. 



LIFE TIME PREVALENCE (%)
NCS

Total Men Women

Affective
disorders

17.1 12.7 21.7

Anxiety
disorders

24.9 19.2 30.5

Dependencies 26.6 35.4 17.9

Non-affective
psychoses

0.7 0.6 0.8

Mental
disorders

48.0 48.7 47.3

Kessler, 1994

Předvádějící
Poznámky prezentace
Affective disorders, especially depression, are, together with anxiety and dependencies the most common mental disorders. They affect women more frequently than men (as opposed to the bipolar disorder). 



LIFE TIME PREVALENCE – NCS-R 

MENTAL DISORDERS
USA

% Age of onset (median)

Affective disorders 20.8 30

Anxiety disorders 28.8 11

Dependencies 14.6 20

Behavioral disorders 24.8 11

Mental disorders 46.4 14

Kessler et al., 2005

Předvádějící
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Unlike most physical disorders, mental disorders develop in the early stage of life. The most common age of the onset of the depressive disorder is 30 years with tendency to decrease.



MMPI Depression (D) scale scores

MMPI Psychopathic Deviation (Pd) scale scores MMPI Hypomania (Ma) scale scores

Twenge et al., 2010

metaanalysis
n=63 706

US college students, 1938–2007

Předvádějící
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This study is showing trend of increasing frequency of the appearance of psychopathological symptoms in US society (example of college students) in recent decades.



Cumulative frequency of depression according to 
the decade of birth and the age at the start of the 

disease
ECA study

1955+

1945-1954
1935-1944

1925-1934

1915-1924

1905-1914

< 1905

Wittchen et al., 1994

Předvádějící
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According to a number of studies, during past decades the depressive disorder has become far more frequent and the age of its onset has decreased.



ONE-YEAR PREVALENCE OF 
DEPRESSIVE DISORDER

1991-2 2001-2 P<

Number 42,862 43,093

Total 3.33 7.06 0.001

Men 2.74 4.88 0.001

Women 3.88 9.06 0.001

18 – 29 5.99 9.98 0.001

30 – 44 3.86 7.32 0.001

45 + 1.32 5.54 0.001

Compton et al., 2006

Předvádějící
Poznámky prezentace
This trend is demonstrated in the recent American study that showed that the frequency of the depressive disorder in both men and women of all age categories has doubled.



TRENDS OF CONSUMPTION OF 
ANTIDEPRESSANTS IN PERSONS 

OLDER THAN 12 YEARS IN THE USA

NCHS Data 2017

Předvádějící
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In recent years there is trend of more frequent consumption of antidepressants (US example). Majority of these patients are using these drugs for longer period of time. 



Spotřeba psychofarmak
DDD/1000 obyvatel v ČR

SÚKL, AISLP 2015

CONSUMPTION OF PSYCHOTROPIC DRUGS
DDD/1000 inhabitants/day

Předvádějící
Poznámky prezentace
In the Czech republic there is also very rapid increase of antidepressants in recent years. Hopefully there is also a trend of decreasing use of anxiolytics. 



CZECH POPULATION 2014 
(N=1028)

Drug Occasionally
(%)

Regularly
(%)

Total

Anxiolytics 13 5 18

Antidepressants 6 5 11

Hypnotics 13 3 16

Raboch a Ptáček, 2015

Předvádějící
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However, our data show that in CR the consumption of anxiolytics and hypnotics is still very high.



ANTIDEPRESSANTS CONSUMPTION 
(DDD/1000/year) 2000 and 2010  

OECD 2012

Předvádějící
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Despite the trend of increasing use of antidepressants in our country, in international comparison it seems still under OECD average. 



SUBGROUPS AT RISK

• AFFECTIVE DISORDER IN THE FAMILY 
(SUICIDE)

• LONELINESS, OLDER AGE 
• FEMALE GENDER (POSTPARTUM PERIOD, 

PERIMENOPAUSE)
• ADVERSE LIFE EVENTS (DIVORCE, “EMPTY 

NEST“, JOB LOSS, BEREAVEMENT …)
• ABUSE OF ADDICTIVE SUBSTANCES
• LIFE STYLE
• SERIOUS PHYSICAL CONDITION 

(CARDIOVASCULAR,  …)

Předvádějící
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Depressive disorders are more common in certain populations at risk.



ONE-YEAR PREVALENCE OF 
DEPRESSION

%
General population 5.8
Chronically ill 9.4
Cancer patients 33
Patients with Parkinson's disease 39
Patients after MI 45
Patients after stroke 47

WPA 1997

Předvádějící
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Comorbidity of depression with a variety of somatic disorders is striking. At the same time, it is known that the course of these somatic diseases in combination with depression is less favourable, there occur a larger number of serious complications and the survival time is significantly lower.



PLUTARCH (40 – 125)

He looks like a man haunted by the wrath 
of gods ... he drives away physicians and 

his friends who try to comfort him ... 
"Leave me alone, so that I can endure my 

punishment.“

Předvádějící
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People suffering from depression are often undiagnosed and incorrectly treated. Symptoms of this condition also include the fact that the patients do not feel really ill and they believe that they deserve their suffering and that they have to endure it.



OBSTACLES IN IDENTIFYING 
DEPRESSION

• STIGMA
• TIME PRESSURE
• TRAINING IN MENTAL DISORDERS
• “TACIT AGREEMENT“
• COMORBID SOMATIC DISEASE

WPA, 1997

Předvádějící
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There exists a number of reasons why, on a worldwide scale, depression is a disorder that often goes undiagnosed and that is not properly treated. Like other mental disorders it is associated with a stigma of something bad that one should not acknowledge. General practitioners often work under the time pressure of their offices. Just as other doctors, they are not sufficiently trained in mental disorders. Both the professionals (except for psychiatrists) and ordinary patients are accustomed to talk about physical problems and psychiatric symptomatology is more mysterious and less describable and understandable to them. Somatic physicians often underestimate the co-morbidity of chronic or severe physical illnesses and depression, which is a pathological phenomenon even in these patients that needs to be properly diagnosed and treated.



67.3 % “SOUGHT HELP“
mostly from non-physicians 81.3 %
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% 39,3 33,1 15,7 11,8
GP psychiatrist specialist psychologist

Vaněk, Raboch, Vaněk, 2000

Předvádějící
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The majority sought help, but mostly from their relatives or friends, not from health professionals. In this respect, a general practitioner was the professional that they went to see most often; a psychiatrist only came second.



FIRST CONSULTATION FOR 
PSYCHIC PROBLEMS

Raboch a Ptáček, 2017

Předvádějící
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Our recent data show that for diagnosing depression are most important three types of experts: GPs, clinical psychologists and psychiatrists.
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CUMULATIVE FREQUENCY OF RELAPSES 
OF DEPRESSION 

(378 patients with depressive disorder)

Years

Rothschild, A. J., et al.,1999

Předvádějící
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The depressive disorder tends to have a long-term course and relapses. These data concern a group patients treated in hospitals for their first epizode of depression.



Long-term course of depressive disorder
163 patients monitored for 5 years

0

5

10

15

20

25

30

remission 1 relapse 2 relapses 3 and more
relapses

%

Holma et al., 2008
98.8% clinical improvement, 88.4% 
full remission, median 11 months

Předvádějící
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It seems that the prognosis of long term outcome of depression in recent years owing to more rapid diagnostics and better treatment becomes more effective. More recent study of outpatients with depression found that, within a 5-year term, after a resolved depressive episode only about one third of the patients remain in full remission; one third has one relapse and the remaining third experiences repeated depressive episodes.



LONG-TERM COURSE OF 
DEPRESSIVE DISORDER

Steinert et al., 2014

Předvádějící
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This study summarizes the outcome of depression and states that full remission is present in almost half of the treated patients.



FACTORS INFLUENCING THE 
COURSE OF DEPRESSION

• GENETIC RISK
• AGE AT THE START OF DEPRESSION 

(<25, 60<)
• FEMALE GENDER
• NUMBER OF PREVIOUS EPISODES AND 

THEIR INTENSITY
• COMORBIDITY
• PSYCHOSOCIAL SITUATION (PARTNER)
• BIOLOGICAL FACTORS  SLEEP 

PATTERN, HPA ACTIVITY, GENETIC 
FACTORS

Předvádějící
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It is difficult to anticipate the course of a depressive disorder in the long term. The negative prognostic factors include a genetic risk, early or late onset of the disorder, female gender, the number and the severity of the already undergone episodes, the incidence of possible residual symptoms, comorbidity with somatic or other psychiatric disorders and lack of psychosocial support. Modern psychiatry is looking for biological factors that would help clarify the prognosis and optimum treatment method but in this respect no clear and clinically significant results have been obtained yet.



COMPLEX
EVIDENCE BASED
MEASUREMENT
BASED
PERSONALISED

TREATMENT IN 21st CENTURY

Předvádějící
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Treatment of depression at present time should be complex, evidence based, measurement based and personalised.



PHASES OF DEPRESSION 
TREATMENT

Rush AJ et al., 2006

Response = reduction >50% 
symptoms

Remission = few, if any, symptoms of 
depression

Recovery = Long lasting full remission of symptoms and return to 
previous functioning

Předvádějící
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The treatment of the depressive disorder includes three basic phases. For several weeks of the acute phase our effort is to achieve the remission of the patient, i.e. the suppression of psychopathological symptoms and the restoration of the regular way of life of the patient. For the several months that follow this phase, within the scope of the continuation treatment, we try to fully restore the psychosocial functioning of the patient and to prevent the relapse of depression. Both of these stages are obligatory in the therapy of every depressive episode. The third stage, maintenance treatment is optional and its purpose is to prevent relapse of the depressive symptoms. It may take years or even the entire lifetime of the patient.



DEPRESSION ACUTE TREATMENT 
OPTIONS

• PSYCHOTHERAPY (CBT, IP, PST, )
• ANTIDEPRESSANTS 
• OTHER BIOLOGICAL METHODS

ECT
rTMS
PHOTOTHERAPY
SLEEP DEPRIVATION 
AEROBIC EXERCISE 
VNS, DBS, LNC, tDCS

Předvádějící
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The antidepressant therapy includes antidepressants with different mechanisms of action, structured psychotherapy and other biological therapeutic means. CBT – cognitive behavioural therapy, IP – interpersonal psychotherapy, PST – problem-solving therapy, ECT – electroconvulsive therapy, rTMS – repetitive transcranial magnetic brain stimulation, VNS – vagus nerve stimulation, DBS – deep brain stimulation, LNC – limbic neurosurgical procedures (capsulotomy, cingulotomy), tDCS - transcranial direct-current stimulation



Psychotherapy

• Basic treatment approach
– in patients with mild to moderate depression
– presence of psychosocial stressors, intrapsychic 

conflicts, interpersonal difficulties
– comorbidity with personality disorder

• Patient's wish is also important

Předvádějící
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In line with the therapist's skills, psychotherapeutic methods should be used in all patients with depression. In mild forms of depression, psychotherapy is a first choice method; for more sever forms, it should be combined with drug therapy or other biological therapeutic methods.



Forms of psychotherapy

• Supportive psychotherapy - increases patient´s
adherence

• Part of the treatment of each patient, it is 
performed by the attending physician (listening, 
sympathy, support and encouragement, realistic 
goals

• Informing the patient (and his immediate family) 
about the therapy and the expected progress

Předvádějící
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Supportive psychotherapy should be used by every specialist treating patients with a depressive disorder.



EFFECTIVE PSYCHOTHERAPEUTIC 
METHODS

Psychotherapy Main principles Number 
of 
sessions

Notes

Problem-solving 
therapy

Identifying problems and 
developing the ability to solve 
them

4 – 6 Suitable for 
primary care

Cognitive 
Therapy

Identifying negative thoughts 
and replacing them with more 
rational approaches 

12 – 16  Combination with 
behavioural 
therapy

Behavioural 
Therapy

Identification of inappropriate 
behaviours and replacing them 
with more suitable patterns

8 – 12 Combination with 
behavioural 
therapy

Interpersonal 
therapy

Identification of the main 
personal traits and problems, 
solutions to some of them

12 – 16 The combination 
of CBT and 
dynamic therapy

Předvádějící
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There exist an increasing number of high-quality studies demonstrating the effectiveness of different psychotherapeutic methods in the treatment of depressive patients.



ASSUMED EFFECTS OF ANTIDEPRESSANTS

Skupina              
Lék

Na S D Ach a1 H1 S1 S2 S3 MT1/2

SSRI        0 +++ 0 0 0 0 0 0 0 0

TCA         ++ ++ 0 ++ - - 0 - 0 0

SARI           0 + 0 0 -- - 0 -- 0 0

SNRI + ++ +/- 0 0 0 0 0 0 0

NDRI       +/- 0 ++ 0 0 0 0 0 0 0

NaSSA +/- 0 0 0 0 -- - - - 0

MASSA 0 0 0 0 0 0 0 - 0 +

SMRI 0 ++ 0 0 0 0 ++
/-

0 - 0

Reuptake blockade Influence on receptors

Schatzberg 2005, Stahl 2005, Fornaro 2010, Sanchez 2015

Předvádějící
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All antidepressants block to some extent re-uptake of noradrenaline (Na), serotonine (S), dopamine (D) and/or influence tunction of various receptors – acetylcholinergic (Ach), alfa-1-adrenergic (a1), histaminergic (H1), serotoninergic (S1,2,3) or melatoninergic (MT1/2).  In most cases they block their function (-), sometimes they stimulate it (+). SSRI – specific serotonien re-uptake inhibitors, TCA – tricyclic antidepressants, SARI – serotonine antagonists re-uptake inhibitors, SNRI – serotonine noradrenaline re-uptake inhibitors, NDRI – noradrenaline dopamine re-uptake inhibitors, NaSSA – noradrenaline specific serotonien antagonists, MASSA – melatonine agonists specific serotonine antagonists, SMRI – serotonine modulators re-uptake inhibitors
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Předvádějící
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Model of serotoninergic transmission in the CNS. Note, there are different postsynaptic serotonine (5-HT - 5-hydroxytriptamine) receptors, which stimulation has different effects.



ACUTE TREATMENT OF SSRI
STIMULATION OF POSTSYNAPTIC RECEPTORS

SEROTONINERGIC 
SYSTEM

EFFECT

5 HT1 ANTIDEPRESSANT 
EFFECT

5HT2 ANXIETY, INSOMNIA, 
SEXUAL PROBLEMS

5HT3 GIT, LOSS OF APPETITE
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According to their mechanism of action, the most frequently prescribed antidepressants in outpatient practice, SSRIs, have both desirable antidepressant effects and adverse effects. The blockade of the serotonin reuptake (5-hydrogytryptamine – 5 HT) induces the stimulation of postsynaptic serotoninergic receptors of different types (1,2,3) and thus different clinical consequences. 



AMERICAN PSYCHIATRIC 
ASSOCIATION

• ANTIDEPRESSANTS REPRESENT A FIRST LINE OF 
TREATMENT FOR MODERATE OR SEVERE 
DEPRESSION

• THE EFFECTIVENESS OF VARIOUS 
ANTIDEPRESSANTS IS ESSENTIALLY IDENTICAL 
(50 – 70 %)

• THE CHOICE OF THE DRUG IS MADE BASED ON 
ITS SIDE EFFECTS, SAFETY, TOLERABILITY, 
FORMER BENEFICIAL EFFECT IN THE PATIENT 
OR HIS/HER RELATIVES, THE PATIENT'S WISH 
AND THE COST OF THE DRUG

APA, 2000

Předvádějící
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In GP practice, antidepressants are the most important therapeutic means in the treatment of the depressive disorder; their effectiveness is the highest for moderate to severe depressions. The effectiveness of different preparations is essentially the same, so when choosing a particular drug, we follow the criteria described above.



Side effects of selected antidepressants 

Substance GIT Sedaction Insomnie/

agitation

Sexual
dysfunction

Weight 

increase 

Lethality in 
overdose

Citalopram ++ - ++ ++ - Low

Escitalopram ++ - ++ ++ - Low

Fluoxetine ++ ? + ? ? Low

Sertraline ++ - ++ ++ - Low 

Venlafaxine ++ - ++ ++ - Low 

Amitriptyline - +++ - + +++ High

Clomipramine + + + ++ ++ Medium

Dosulepin - ++ - + + High

Bupropion + - + - - Low

Trazodone + ++ - ++ + Low 

Mirtazapine - ++ - - ++ Low 

Moklobemide + - + - - Low 

Agomelatine + - - - - Low

Předvádějící
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According to these mechanisms of action, the various antidepressants also have various side effects and represent various risks in case of overdose.



Other biological treatments
• Electroconvulsive therapy (ECT)

– Remission in 85-95% of patients, more effective than 
psychotropic drugs, faster onset of action 

– Need for continued and prophylactic AT treatment
Chronobiologic treatment
– Phototherapy - exposure of intense white light for half 

an hour to two hours, preferably in the 
morning, especially in seasonal affective 
disorders

– Sleep deprivation or sleep shift 
• Repetitive transcranial magnetic stimulation (rTMS)

– Comparable effectiveness with ECT in some 
indications

• Vagal stimulation (VNS), deep brain stimulation
(DBS),  limbic neurosurgery (LNC), tDCS - transcranial
direct-current stimulation

Předvádějící
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In addition to pharmacological treatments, other biological methods are available. ECT remains the most effective method in the treatment of deep melancholy with psychotic symptoms or suicidal tendencies or, possibly, the treatment of resistant forms of depression. Chronobiological therapy, phototherapy and sleep manipulations are used for the seasonal affective disorder, but increasingly also for other forms of depression as a complementary method. rTMS is looking for its place as another electrophysiological therapy. Exceptionally, vagal stimulations are used for chronic forms of depression. Deep brain stimulation is still rather an experimental method, just as brain surgery. At present time there are trials to use also simple transcranial direct-current stimulation



MEASUREMENT BASED CARE
RATING SCALES

Depression Hamilton Rating Scale for Depression
Montgomery-Asberg Depression Rating 
Scale
Beck Depression Inventory

HAM-D

MADRS
DBI

Mania Young Mania Rating Scale YMRS

Functional
Measures

Sheehan Disability Scale SDS

Quality of Life Quality of Life Enjoyment and Satisfaction
Questionnaire

Q-LES-
Q

Předvádějící
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It is advisible to measure repeatably the presence of depressive symptoms and its changes during all treatment periods. 



COMPLICATION OF SSRI 
ACUTE TREATMENT

• SEROTONIN SYNDROME 
• FAILURE OF TREATMENT 
• SUICIDAL BEHAVIOUR

Předvádějící
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Acute treatment of depression, especially psychopharmacological one, has its potential complications or failures.



Serotonine syndrome

SSRI

buspirone
metoclopramide

„setrons“ 
(antiemetics)
: ondansetron, 

dolasetron

duloxetine

sibutramine

MAO-I:
moclobemide

selegiline
linezolid (ATB)

TCAOPIOIDs

risperidon
olanzapineTRIPTANs

eg. 
sumatriptan clozapine

mirtazapine, 
trazodone, 
bupropion

Předvádějící
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If we would stimulate the serotoninergic system too much or too quickly, e.g. by combination of various drugs with serotoninergic effects,  we could provoke the so called serotonine syndrome.



Serotonine syndrome
Rare, but life-threatening 
• Signs and symptoms:

– Impairment of psychic functions: Agitation, 
confusion, mania

– Impairment of autonomous functions: Sweatening, 
diarrhea, fever + chills

– Impairment of neuromuscular functions: 
Hyperreflexia, movement incoordination, 
myoclonus, tremor

• Diagnosis: 3 of above mentioned symptoms
• Discontinuation of the serotoninergic drugs
• When suspected: Transport to intensive care 

unit

Předvádějící
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Serotonine syndrome is in most cases subclinical, but it could be life-threatining 



FAILURE OF TREATMENT 

• NO POSITIVE RESPONSE TO 
TREATMENT WITHIN 4-6 WEEKS

• RIGHT DIAGNOSIS? 
• COMPLIANCE 
• MAXIMISING THE DOSE 
• CHANGE OF ANTIDEPRESSANTS 
• COMBINATION 
• POTENTIATION OF THE 

ANTIDEPRESSANT ACTION (LITHIUM, 
T3, STIMULANTS, ESTROGENS, ...)

Předvádějící
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It has been demonstrated that during the first weeks clinically significant response to treatment is achieved in about 50% of patients and complete remission in 25% of patients. In case of a negative development of a case, the causes of the failure should be identified and other methods of treatment should be chosen. It has been shown that by such an approach, we can help the majority of patients within a few months. In any case, it is necessary to seek to achieve full remission, i.e. an absence of depressive symptoms.



Treatment strategies for depression: 
WFSBP guidelines

Adapted from Bauer et al 2013, World Federation of Societies of Biological Psychiatry (WFSBP)

Partial or non-response to 2‒4 week treatment with an 
antidepressant at adequate dosage

Consider treatment optimisation
(dose increase)

Combining two 
antidepressants from diff. 

classes (level C)

Augmentation 
strategies

(level A, B and C) 

Switch to a new 
antidepressant from
a different or same 

pharmacol. Class (level B)

Consider ECT at any time during 
treatment 

Consider adding psychotherapy at any 
time during treatment 

Předvádějící
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There were published many treatment standards regarding patients with depression showing sequential steps of using various treatment options. Similar standards were prepared also by Czech Psychiatric Association.



RESIDUAL SYMPTOMS

• Fatigue 
• Loss of libido 
• Sleep Disorders 
• Psychic and somatic anxiety 
• Subdepression 
• Loss of weight

Karp et al., 2004
N=114, monitoring for 3 years

Předvádějící
Poznámky prezentace
In all cases we should treat our patients agressively untill vanishing of all depressive symptoms. Persistent psychopathology is a significant adverse prognostic factor.



RESIDUAL SYMPTOMS – A 
NEGATIVE PROGNOSTIC 

FACTOR
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p = 0,00001

Pintor et al., 2003, 2004186/139 patients with major depressive episode
Naturalistic study

p=0,00001

Předvádějící
Poznámky prezentace
An example of a negative significance of persistent depressive symptoms.



LONG-TERM COURSE OF 
DEPRESSION

suicidal thoughts
no
suicidal thoughts
yes
suicidium

2/3 suicidal thoughts

7 – 15 % commits suicide

Keller and Sadock, 1991

Předvádějící
Poznámky prezentace
Thoughts of ending one’s life are a genuine part of the clinical picture of a patient with a depressive disorder. Unfortunately, still about one tenth of these individuals end their lives in suicide.



NUMBER OF COMPLETED 
SUICIDES/100 000/YEAR

WHO 2018

Předvádějící
Poznámky prezentace
There are vast differences among individual European states regarding the number of completed suicides. 



Suicides/year CR

ČSÚ 2016

Předvádějící
Poznámky prezentace
In recent years the average number of completed suicides in the Czech republic moves between 1 400 – 1 700 per year. Men are more frequently perpetrators than women.



RISK OF SUICIDES ACCORDING TO 
DIAGNOSES 

Disorder Relative
risk, SMR

Suicide rate, 
%/year

Lifetime
risk %

Bipolar disorder 28 0,39 23,4
Severe depression 21 0,29 17,4
Mixed substance abuse 20 0,28 16,8
Severe anxiety disorder 11 0,15 9,0
Moderate depression 9 0,13 7,8
Schizophrenia 9 0,12 7,2
Personality disorder 7 0,10 6,0
Cancer 2 0,03 1,8
General population 1 0,014 0,8

Tondo et al., 2003

Předvádějící
Poznámky prezentace
In most perpetrators of suicides there is a mental disorder, most frequently bipolar disorder, severe depression or substance abuse.



SUICIDAL BEHAVIOUR 
DURING ACUTE TREATMENT OF 

DEPRESSION

• ANTIDEPRESSANT EFFECT - 2 - 4 WEEKS

• ACTIVATING EFFECT - 1 - 2 WEEKS, 
ANXIETY

• FREQUENT VISITS, THE POSSIBILITY OF 
TELEPHONE CONSULTATION, CONTACT 
WITH RELATIVES

Předvádějící
Poznámky prezentace
Recently the issue of increased incidence of suicidal behaviour especially in young persons after initiation of antidepressant treatment has been discussed. It is true that the full antidepressant effect is achieved after 2 to 4 weeks of therapy. The activation or, as the case may be, anxiety-generating effects of antidepressants can precede this. It is therefore necessary in each patient individually to evaluate the possibility of suicidal behaviour, to identify indicators thereof and, above all, to establish a good relationship with the patient and his or her close relatives/friends and to allow the patient low-threshold access to psychiatric help definitely during the first days and weeks of the treatment.  



SUICIDAL PATIENT

• DO YOU EVER FEEL THAT LIFE IS NOT 
WORTH LIVING? 

• DO YOU THINK ABOUT DEATH? 
• DO YOU WANT TO DIE? 
• DO YOU CONSIDER HURTING 

YOURSELF? 
• DO YOU HAVE A PLAN? 
• WHAT HELPED YOU NOT TO CARRY 

OUT THAT PLAN?

Předvádějící
Poznámky prezentace
In each patient with depression we should investigate the risks of suicidal activity. We should ask him or her seemingly trivial questions, which are shown in this slide.



PHASES OF DEPRESSION 
TREATMENT

Rush AJ et al., 2006

Response = reduction >50% 
symptoms

Remission = few, if any, symptoms of 
depression

Recovery = Long lasting full remission of symptoms and return to 
previous functioning

Předvádějící
Poznámky prezentace
If is there full remission lasting several months, we could state the presence of recovery. At this point we are to decide after discussion with the patient stopping of treatment or starting the maintenance period of treatment. 



Indication for maintenance treatment with 
antidepressants

First depressive episode - no indication
Two depressive episodes during the past 5 years and the following 

risk factors:
– Late onset (after the age of 60 years)
– Early onset (before the age of 30 years)
– Short interval between episodes
– Rapid development of episode 
– Genetic risk of affective disorders
– Co-morbidity (anxiety disorders, dysthymia, overuse of alcohol 

or other addictive substances)
– Great intensity of depression, including suicidality 
– Difficulties in the continuation treatment (residual symptoms) 
– Difficulties in the restoration of working abilities and 

psychosocial functioning
Three depressive episodes during the past 5 years

Kasper a Lehofer, 2007, Raboch 2011

Předvádějící
Poznámky prezentace
In patients who meet the criteria set out in this scheme, we recommend a transition from the antidepressant treatment to a long-term, multi-year maintenance (prophylactic) phase. It is always necessary to discuss the benefits and problems of long-term administration of psychotropic drugs or attendance of psychotherapy sessions with the patient and possibly his/her relatives. It has been shown that lithium and all groups of antidepressants are also suitable for this treatment period. It is always necessary to consider the possible adverse effects of antidepressants and their potential drug interactions.
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Předvádějící
Poznámky prezentace
This classical study demonstrated a good preventive effect of long-term administration of imipramine even after a 3-year remission in patients with an experienced and cured depressive episode.



The inhibitory effects of modern antidepressants 
on cytochrome P450 (CYP) 

at usual doses

DeVane, 2004

Drug 2C9 2D6 3A4

Fluoxetine ++ ++++ ++

Sertraline ++ + ++

Citalopram 0 + 0

Escitalopram 0 0 0

Venlafaxine 0 0 0

Bupropion 0 +++ 0

Mirtazapine 0 0 0

0 insignificant, + mild, ++ moderate, +++significant, ++++ high

Předvádějící
Poznámky prezentace
Especially in long-term administration of antidepressants, we must be aware of the various pharmacokinetic consequences, such as the effects on the hepatic cytochrome P 450 system, which metabolizes a variety of drugs and its influence can change the drug concentrations in the human body.
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Recurrences in 105 patients with major 
depression after 5 years-remission

Mueller, T.I., et al., 1999

Předvádějící
Poznámky prezentace
The duration of the prophylactic treatment cannot clearly be determined based on the available data. Generally, the longer the patient is in remission, the more likely it is that there will be no relapse of depression after the end of prophylaxis, but there is never an absolute certainty in this respect.



F31 Bipolar affective disorder
• Bipolar affective disorder: Alternating manic and 

depressive episodes or, as the case may be, the state 
of remission (i.e. the state without signs of affective 
disorder)

• Epidemiology: Lifetime prevalence of bipolar 
disorder is 1% with no gender differences with the 
average onset of the disorder between 20 to 30 years

• High comorbidity with abuse of alcohol and drugs 
and somatic diseases (obesity, diabetes, 
cardiovascular and endocrine diseases)

• Suicidality in bipolar disorder is around 19%

Předvádějící
Poznámky prezentace
Bipolar affective disorder is a serious disease that affects about 1% of the population (equal number of men and women) at a relatively early age with potentially very serious complications and a high suicidal rate.



F31 Bipolar affective disorder -
bipolar depression

Treatment:
• Biological methods prevail, but also psychotherapy 
• In the acute phase (manic and depressive), to begin 

with mood stabilizers (lithium, valproate, 
olanzapine, risperidon, quetiapine, aripiprazol, 
ziprasidon, asenapin, paloperidol, lamotrigine)

• In complicated cases combinations of drugs or ECT
• From antidepressants, combinations with SSRIs are 

preferred 
• With the onset of remission, continuation therapy is 

introduced (for at least 4 months) - the lowest 
effective level of mood stabilizers CANMAT 2012

Předvádějící
Poznámky prezentace
Treatment of depressive episodes in bipolar affective disorder is qualitatively different, more complicated and should be supervised by a specialist. The use of antidepressant monotherapy is primarily contraindicated for the possibility of paradoxical deterioration of the condition and its shift into mania.



COMPLIANCE 
• RATE OF ADHERENCE TO THE PRESCRIBED 

REGIMEN 
• STRATEGIES FOR IMPROVING

PATIENT – PHYSICIAN RELATIONSHIP
EDUCATION (RELATIVES AND OTHERS)
ADEQUATE PHARMACOTHERAPY 

Haddad, 2000

Předvádějící
Poznámky prezentace
For affective disorders, just as with other chronic health problems such as hypertension, diabetes and other, the major concern is the patient's compliance with the regimen. It is necessary to provide maximum information to the patient (and his or her family/friends) about the condition, to draw him or her into the decision-making process and keep a good therapeutic relationship with him or her. Adequate pharmacotherapy without serious side effects for the patient contributes to this significantly.



THANK YOU 
FOR YOUR 

ATTENTION

Předvádějící
Poznámky prezentace
The Psychiatric Clinic of the General Teaching Hospital and the 1st Faculty of Medicine, Charles University Prague that is still situated in this building has recently undergone a large number of refurbishments and improvements and it is able to provide quality care to patients from the catchment areas of Prague 1, 2, 3 and 10.
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