Discontinuation Syndrome: Antidepressant

Discontinuation syndrome is a cluster of symptoms that may occur in response to the reduction or cessation of any antidepressant, but is more common in antidepressants with a short half life and when long term therapy is abruptly halted.  
What causes antidepressant discontinuation syndrome?
The exact cause unknown but it is thought that it is a central nervous system (CNS) adapts to antidepressant treatment and is disrupted by cessation.

Difference between discontinuation syndrome and withdrawal 
Antidepressants are not habit forming and craving and drug seeking behaviour does not occur upon discontinuation.  

Risk factors for antidepressant discontinuation syndrome

The incidence and severity of discontinuation symptoms is variable and dependent upon the type of antidepressant, duration of treatment and the rate of cessation (Haddad, Anderson, & Rosenbaum, 2004).  It can occur in 20% of individuals taking antidepressants for at least 6 weeks and then stopping abruptly (rare under 6 – 8 weeks).  It is also more frequent in persons taking antidepressants with short half lives, like Paroxetine and Sertraline.  It occurs less frequently upon dose reduction, including missed doses and when swapping from one antidepressant to another.  There is no association with age, sex or diagnosis and antidepressant discontinuation syndrome (Warner, Bobo, Warner, Reid, & Rachal, 2006a).

Reasons for stopping antidepressants abruptly
There are many reasons why an individuals will abruptly stop their medication but common reasons include those who feel better and believe they no longer need to take their medication, women who discover they are pregnant and worry about the effect of the medication on the foetus, people experiencing troublesome side effects or those who believe they are not gaining any therapeutic benefit from continuing the medication (Warner, Bobo, Warner, Reid, & Rachal, 2006a).
Onset/Course: Most people experience mild transient symptoms

Mean onset: 2 days 

Mean duration: 5 days 

Complete resolution within 1 – 2 weeks
What is the difference between discontinuation syndrome and a re-emergence of the clinical condition?

If an individual who stops or reduces an antidepressant experiences the symptoms of antidepressant discontinuation syndrome the symptoms must be distinguished from a relapse of the condition the person is being treated for.  Other conditions such as antidepressant induced mania, cessation of another psychotropic, or a range of physical conditions such as neurological disorders, stroke or infectious diseases should be considered but if symptoms abate on restarting the antidepressant if is probably antidepressant discontinuation syndrome.  

Signs and symptoms of antidepressant discontinuation syndrome
	
	SSRI
	TCA
	SNRI
	MAOI

	General
	+
	+
	+
	

	Flu like symptoms
	+
	+
	+
	

	Headache
	+
	+
	+
	+

	Lethargy
	+
	+
	
	

	Gastrointestinal
	
	
	
	

	Abdominal cramping
	+
	+
	
	

	Abdominal pain
	+
	+
	
	

	Appetite disturbance
	+
	+
	+
	

	Diarrhoea
	+
	+
	
	

	Nausea/vomiting
	+
	+
	+
	

	Sleep
	
	
	
	

	Insomnia
	+
	+
	+
	+

	Nightmares
	+
	+
	+
	+

	Balance
	
	
	
	

	Ataxia
	+
	+
	
	

	Dizziness
	+
	+
	+
	

	Light-headedness
	+
	+
	
	

	Vertigo
	+
	+
	+
	

	Sensory
	
	
	
	

	Blurred vision
	+
	
	
	

	“Electric shock sensations”
	+
	
	+
	

	Numbness
	+
	
	
	

	Paraesthesia 
	+
	
	+
	

	Movement
	
	
	
	

	Akathisia
	+
	+
	+
	

	Myoclonic jerks
	
	
	
	+

	Parkinsonism
	+
	+
	
	

	Tremor
	+
	+
	
	

	Affect
	
	
	
	

	Aggression/irritability
	+
	
	
	+

	Agitation
	+
	+
	
	+

	Anxiety
	+
	+
	+
	

	Low mood
	+
	+
	+
	+

	Psychosis
	
	
	
	

	Catatonia
	
	
	
	+

	Delirium
	
	
	
	+

	Delusions
	
	
	
	+

	Hallucinations
	
	
	
	+


+ = discontinuation.  Listed according to rate of incidence

(Warner et al p. 452) 
Specific diagnostic criteria has been developed by Black, Shea, Durson and Kutcher  (2000) for Selective Serotonin Reuptake Inhibitor (SSRI) discontinuation syndrome.
	Criterion
	Criteria

	A
	Discontinuation of or reduction in dose of an SSRI after a period of use of at least 1 month

	B
	Two or more of the following symptoms develop within 1 to 7 days of Criterion A

Dizziness, light-headedness, vertigo, or feeling faint

Nausea and or emesis 

Headache

Tremor

Fatigue

Anxiety

Shock-like sensations or paresthesia

Insomnia

Irritability

Diarrhoea

Gait instability

Visual disturbances

	C
	The symptoms in Criterion B cause clinically significant distress or impairment in social, occupational, or important areas of functioning

	D & E
	The symptoms are not due to a general medical condition and are not better accounted for by recurrence of symptoms of the mental disorder for which the SSRI originally was prescribed or by concurrent discontinuation (or reduction in use) of another psychoactive substance.


(Black, Shea, Dursun, & Kutcher, 2000)
The mnemonic FINISH was developed by Berber (1998) to help clinicians remember the diagnostic criteria for SSRI discontinuation syndrome   
FINISH 
Flu-like symptoms

Fatigue

Lethargy

General malaise

Muscle aches/headaches

Diarrhoea

Insomnia

Nausea

Imbalance

Gait instability

Dizziness/light-headedness

Vertigo

Sensory disturbances

Paraesthesia

“Electric shock” sensations

Visual disturbances

Hyper-arousal

Anxiety

Agitation

(Berber, 1998)

How can discontinuation syndrome be managed?
Management involves 3 major areas:

1. Prevention

2. Symptomatic treatment

3. Specific treatment

Prevention
The focus of prevention is health education.  Before antidepressants are prescribed the individual should be warned that abrupt cessation may precipitate discontinuation syndrome and they should be reminded to talk to the prescriber before stopping an antidepressant.  A health education handout has been prepared by Warner, Bobo, Warner, Reid and Rachal (2006b) which you may want to use.
	
[image: image1]
	Health education

What is antidepressant discontinuation syndrome?

If you suddenly stop taking your antidepressant medicine, you may feel like you have the flu. You also might have trouble sleeping, have an upset stomach, have shock-like sensations in the arms and hands, feel dizzy, or feel nervous. This is called antidepressant discontinuation syndrome. It is not dangerous or life threatening and usually goes away within one week.

Which antidepressants can cause this problem?

You are more likely to have a problem if you stop taking some brands, like paroxetine and sertraline, but you can get symptoms from stopping any antidepressant medicine.

What can I do if I have antidepressant discontinuation syndrome?

If you stopped your medicine without talking to your doctor or if you missed a dose, then you can just start taking your medicine again. If you stopped your medicine on purpose, talk to your doctor about why you stopped. If you and your doctor have decided you should slowly take less medicine until you stop, or if you are out of medicine, talk to your doctor right away about increasing your dose or restarting your medicine.

How do I keep this from happening again?

Take your medicine exactly like your doctor tells you to. If you want to stop taking your medicine, talk to your doctor first. Not being able to stop all at once does not mean that you are addicted to your medicine (Warner, Bobo, Warner, Reid, & Rachal, 2006b, p. 457).




Education and support can also be employed while allowing symptoms to spontaneously resolve.  Finally antidepressants should not be used unless clinically warranted or prescribed at doses higher than needed. 

Symptomatic treatment

Assess to establish the cause of symptoms by asking about antidepressant adherence (including missed doses).  Other serious causes must be ruled out but if symptoms rapidly resolve on restarting the antidepressant this can help confirm the cause (Warner, Bobo, Warner, Reid, & Rachal, 2006a).  Reassure that the condition is reversible and that symptoms can be managed, for example analgesics for headache, insomnia or agitation with a short term prescription of a hypnotic and or benzodiazepine (Bailey, 2002).  

Specific treatment 
The prescriber can restart the antidepressant and taper more slowly (see table). 
If symptoms are severe the prescriber can switch to fluoxetine (longer half life antidepressant) which can generally be stopped without major problems (Haddad, Anderson, & Rosenbaum, 2004).
Recommended gradual taper rates for antidepressant cessation
	Drug
	Recommended taper rate

	SSRI
	

	Paroxetine
	Reduction of 10mg per day every 5 to 7 days with a final dosage of 5 to 10 mg per day before discontinuation

	Sertraline
	Reduction of 50mg per day every 5 to 7 days with a final dosage of 25 to 50 mg per day before discontinuation

	SNRI
	

	Venlafaxine XR
	Reduction of 37.5mg per day every week with a final dosage of 37.5mg per day before discontinuation

	TCA
	Gradually, up to 3 months

	MAOI
	

	Phenelzine
	Reduction of 15 mg per day every 2 weeks or 10% per week


(Warner, Bobo, Warner, Reid, & Rachal, 2006a, p. 454)
Conclusion

Antidepressant discontinuation syndrome can occur after stopping any antidepressant but the shorter the half life of an antidepressant the higher the incidence of the syndrome.  Health education on how to avoid the syndrome should be given to all patients taking antidepressants.

Topic review questions

Which intervention is indicated for all persons taking an antidepressant?  

a. Obtain a baseline ECG. 

b. Monitor for hypertension. 

c. Warn about discontinuation syndrome. #
d. Monitor for physical dependence. 

Which symptoms may indicate SSRI discontinuation syndrome?  

a. palpitations and hypertensive episodes 

b. fever, tachycardia, and labile blood pressure 

c. dizziness, irritability, and tingling of the face and hands #

Warren a 47-year-old man has taken paroxetine 40 mg a day for 6 months for depression.  He went to see his sister for a 2-week visit and forgot to take medication with him. As his depression has been in full remission for at least 3 months, he decides to stop the treatment without talking with his psychiatrist. Two days later, he becomes very irritable, tearful, dizzy, and nauseated. He shivers and feels like he has a bad cold. What is the cause of such symptoms?

a. Relapse of his major depression

b. Serotonin syndrome

c. SSRI discontinuation syndrome #
d. Manic episode

Which one of the following symptoms is characteristic of antidepressant discontinuation syndrome but not depression?  

a. “Electric shock” sensations.  #

b. Appetite loss.  

c. Sleep disturbance.  

d. Dysphoria.  

Parkinsonism and balance problems may be part of the antidepressant discontinuation syndrome for which one of the following classes of antidepressants?  

a. Selective serotonin reuptake inhibitors.  

b. Monoamine oxidase inhibitors.  

c. Tricyclic antidepressants.  #

d. Atypical or mixed antidepressants.  

Which of the following combinations is associated with the highest risk of antidepressant discontinuation syndrome after abrupt cessation?  

a. John taking an antidepressant with a short half-life for more than eight weeks. #

b. Mohammed taking an antidepressant with long half-life for less than six weeks.  

c. Sarah taking an antidepressant with a short half-life for less than six weeks.  

d. Eva taking an antidepressant with a long half life for more than eight weeks.
Which one of the following antidepressants is least likely to produce flu-like withdrawal symptoms upon abrupt discontinuation?

a. Paroxetine (Paxil)

b. Imipramine (Tofranil) 

c. Fluoxetine (Prozac) #
d. Sertraline (Zoloft)

Which is NOT a symptom of serotonin reuptake inhibitor discontinuation syndrome?

a. Irritability.

b. Vertigo.

c. Increased appetite. #
d. Muscle aches.

Without treatment, discontinuation syndrome symptoms usually resolve in:

a. Two to three days.

b. Four to six days.

c. One week.

d. Two weeks. #
Symptoms of MAOI discontinuation syndrome include:

a. insomnia, irritability, and dizziness. 

b. sexual dysfunction, sedation, and fatigue. 

c. gastrointestinal upset, increased appetite, and tremors. 

d. Irritability, muscle spasms and psychotic symptoms #

When changing from one antidepressant to another it can be difficult to differentiate discontinuation syndrome from adverse effects of the new medication.
a. True #

b. False

After a patient has recovered from depression, the antidepressant dose is usually tapered off slowly.

a. True #

b. False   
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