	
	The differential diagnosis and therapy of the affective disorders

The exact diagnostic classification, and comprehensive differential diagnostic procedure is indispensable for choosing the correct therapy, when we are facing a patient with a condition, that seems to be an affective disorder, based on the current symptoms.

What helps us?

1. correctly specified symptoms

· symptoms, that are experienced by the patient

· behavioural symptoms

· the patient’s global functional state

· the state of social adaptation

2. anamnesis


· somatic anamnesis

· pharmacological anamnesis

· familiar anamnesis

· premorbid personality

· the dynamics of symptom’s appearance and progression (sudden start, slow progression, bipolar course…)

Affective disorders can be classified

· based on the suspected etiology: endogenous, reactive, organic 

· based on the progress: bipolar-unipolar, the disease takes place in phases, or is persistent 

· based on the intensity : minor, major 

The relevance of differential diagnostics
· It defines the examination process 

· Helps to choose the adequate therapy


1. Differential diagnosis of depressive symptoms

1.1. Somatic diseases and drug effect

1.2. Psychiatric disorders

· Bipolar disorder

· Dysthymia

· Anxiety disorders

· Drug, or alcohol abuse

· Schizoaffective disorder

· Schizophrenia

2. Differential diagnosis of manic symptoms

2.1.  Somatic diseases and drug effect

2.2.  Psychiatric disorders

· Bipolar disorder

· Schizoaffective disorder

· Drug, or alcohol abuse

· Schizophrenia

The therapy of affective disorders
1. The therapy of a depressive episode

1.1. General principles

Every depressive episode should be treated. Untreated depression could cause serious complications, by the suffering caused to the patient, and the disadvantageous psychosocial effects (loosing friends and social connections, to become unemployed). The most serious consequence of an untreated depression is suicide. Suicidal rate is particularly high in untreated, or not adequately treated bipolar disorder. Untreated depression worsens the prognosis of coexistent somatic disorders (diabetes mellitus, cardiovascular disorders).

In a mild depressive episode, psychotherapy can be effective, but in moderate and severe depression, antidepressant medication should be started. The combination of these forms of therapies is the most effective. 

1.2. Antidepressant medication
Pharmacodynamical principles: The antidepressant effect of these medication is mediated through the serotonerg, noradrenerg, and dopaminerg systems of the CNS. Each drug has a different mechanism of action, groups are made based on the common characteristics (e.g. serotonin reuptake inhibition).

Onset of the effect, period of treatment: The antidepressant effect builds up in 2-4 weeks. Patients should be informed about it, because they can misunderstand the late onset, and think that the drug is ineffective. 

Antidepressant therapy should be continued after complete recovery, at least for 6-12 months. 

In case of recurrent depression, profilactic antidepressant therapy is needed on the long term.

1.2.1. Selective Serotonin Reuptake Inhibitors (SSRI)

These drugs operate selectively on the serotonerg system, serotonin level in the synapsis is increased through the inhibition of the serotonin transporter. 

Advantages: Well tolerated, low toxicity, effective also in anxiety disorders (panic disorder, GAD, PTSD, OCD, phobias).

Most frequent side effects: nausea, vomiting, diarrhoea, headache, sleep disorder, sexual disorder. 

Active agents: fluoxetin, fluvoxamin, sertralin, citalopram, escitalopram, paroxetin

1.2.2. Dual-action antidepressants
Dual-action antidepressants effect through two neurotransmitter system.

· Venlafaxin, duloxetin: Selective Serotonin and Noradrenalin Reuptake Inhibitors (SSNRI) 

These are particularly effective, when psychomotor retardation and anergia is present. Duloxetin can be useful in depression with psychosomatic symptoms. Most frequent side effects: nausea, vomiting, diarrhoea, headache, sleep disorder, sexual disorder, elevated blood pressure.

· Bupropion: Selective inhibition of noradrenalin, and dopamin reuptake. 

Bupropion is particularly effective, when anhedonia, and psychomotor retardation is present. 

It can intensify psychotic symptoms, because of dopaminerg activity. 

Bupropion can provocate epileptic seizure. 

Mirtazapin: Mirtazapine can stimulate noradrenalin secretion through presynaptic alfa-2 autoreceptor inhibition. It is a serotonin antagonist. Mirtazapin is effective when anxiety symptoms and insomnia are present.  Most frequent side effects: weight gain, sedation. 

1.2.3. Tricyclic and tetracyclic antidepressants

These drugs operate both on serotonerg and noradrenerg system. Because of the bside effects and relatively high toxicity, these drugs are rarely used in clinical practice. 

Most frequent side effects: anticholinerg – dry mouth, accomodation problems, provoking glaucoma, tachycardia, urine retention, obstipation, delirium, memory. 

Antihistaminerg – sedation, weight gain. 

Alfa-1 adrenerg receptor inhibition – orthostatic hypotonia, reflex tachycardia, sedation

· Clomipramin: tricyclic antidepressant, it can be given per os and parenteral, it can be effective when compulsive symptoms are present 

· Mianserin: tetracyclic antidepressant, very effective against insomnia. 

1.2.4. Other active agents
· Trazodone: Trazodone is a serotonin reuptake inhibitor, and also an antagonist on 5-HT2A/2C receptors. It is beneficial, when insomnia, agitation, and anxiety symptoms are present

· Moclobemid: Reversible inhibitor of the monoamino-oxidase A ensime (RIMA), thus it blocks the degradation of serotonin and noradrenalin. It is used at atypical depression. It is forbidden to use it in combination with serotonerg drugs, because the high risk of serotonin syndrome. 

· Reboxetin: Selective noradrenalin reuptake inhibitor. It can be used, when anergia, psychomotor retardation are present. 

· Agomelatin: Agonist on melatonin receptors, antagonist on 5-HT2C receptors. Agomelatin can resynchronise the circadian rhythm, it can be particularly effective when insomnia is the main problem.  

· Tianeptin: It helps serotonin reuptake. It can be beneficial, when anxiety symptoms and comorbid ethyl abuse, and/or dependency are present. 

1.3. Psychotherapy: In a mild depressive episode, psychotherapy can be effective, but in moderate and severe depression, antidepressant medication should be started. Psychotherapy can also be effective in the prophylaxis of recurrent depression. 

The most often used techniques: cognitive-behavioural therapy, person-centered therapy, short dynamic therapy, interpersonal therapy. When anxiety symptoms are present, relaxation (autogenic training, progressive relaxation) can also be effective. 

1.4.  Electroconvulsive therapy (ECT)

Indications: Therapy-resistant depression, severe retarded psychomotorium, stupor, nutrition negativism, high suicide risk, bad somatic state. It is safe for elderly patients and also during pregnancy. 

Method: ECT is made during short anaesthesia, using muscle relaxants, with one electric impulse. The goal is to induce convulsion, which lasts for some seconds. Normally We use ECT 2-3 times a week, 6-10 times totally. 

Advantages: Therapy effect is shorter, than using only antidepressants, it can also be effective at therapy-resistent depressions. 

Antidepressant therapy is necessary, also if ECT therapy is effective. 

1.5. Other possible therapies

· Sleep deprivation: Complementary therapy option, effect onset is very early, but lasts for only a short period. Using it in bipolar disorder can provoke manic episode.

· Light therapy: it can be effective for seasonal depressions. 

· Augmentation: Augmentating medication can amplify the effect of antidepressants. Active agents, that can be used for augmentation: lithium-carbonate, L-thyroxin, folic-acid, pindolol. 

2. Therapy of bipolar disorder

2.1. Main principles

All patients, suffering bipolar disorder need sustained drug therapy. The base of the therapy should be mood-stabilizer medication. Beside the therapy of the acute phase (manic, depressive, mixed), phase-prophylactic therapy is also needed.  Not only the classic mood-stabilizers (lithium, valproate, carbamazepine, lamotrigine), but second generation antipsychotics (olanzapine, quetiapine, aripiprazole) also have phase-prophylactic effect. They are effective in the prevention of not only the manic, but also depressive episodes. 

In the case of depression, in bipolar disorder, antidepressants can be used, only together with mood-stabilizers. 

Antidepressant given without a mood-stabilizer, can provoke manic splashing-over, mixed phase, or rapid cycle. 

2.2. Therapy of the manic episode: Beside the mood-stabilizers, antipsychotics should be used. 

Second generation antipsychotics should be used as first row therapy. 

If unrest, or agitation are also present, the therapy should be supplemented with benzodiazepines (in most cases clonazepam). 

In case of a manic episode, antidepressants are contraindicated. 

Mood-stabilizers
· Lithium: The oldest known mood-stabilizer which is also very effective. It has also antimanic and phase-prophylactic effect. The therapic range is narrow, therapic blood level is between 0,6 and 1mmol/l. For patients, taking lithium, regular blood level control is necessary. The signs of mild intoxication are: decrease of consciousness, tremor, diarrhoea, nausea, vomiting. In the case of these symptoms blood level control is needed immediately! Severe intoxication can lead to kidney failure, and can be fatal! 

Mild and moderate intoxication can be easily handled by forced diuresis. In the case of kidney failure, urgent dialysis can help, because lithium is eliminated only through the kidneys. 

The most frequent causes of lithium intoxication are: intentional (suicide attempt), or unintentional overdosing, dehydration, loss of kidney function, drug intoxications.  

Most frequent side effects: tremor, weight gain, hypothyreosis (regular TSH control is needed), diabetes insipidus. 

· Antiepileptics

Some antiepileptics are also effective as mood-stabilizers. 

· Valproate: It also has antimanic effect. Using valproat, at childbearing age for women is contraindicated.  

· Carbamazepine: It also has antimanic effect. It can be an inductor on the cytochrome system, so it can cause severe drug-interactions!

· Lamotrigine: It is particularly effective in the prevention of depressive episodes, especially at bipolar II. It can be titrated very slow, because fast dose elevation can cause Stevens-Johnson syndrome.  

Questions: 

45 years old, bipolar patient arrives, with the following symptoms: tremor, diarrhoea, anxiety. What are the first steps? (2 correct answers)

· Transfer to internal medical ward. 

· Estimate the suicidal risk, try to find out, if the patient overdosed some medication

· Brain CT scan

· Urgent Lithium blood level control

· Detailed exploration of the patient, try to find out the potential psychological mechanisms in the background

30 years old, bipolar patient arrives, with depressive symptoms. During the exploration, the patient talks about acoustic hallucinations, and guilt delusions. What are the possible therapical agents?

· antipsychotics

· phase-profilactics

· anxiolytics

· antidepressants
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