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EFFEXOR XR

INDICATIONS:

1. Depression

2. Generalized Anxiety Disorder

3. Social Anxiety

Other Possible Uses:

1. PTSD

2. Panic Disorder

3. PMS

PHARMACOKINETICS:

Class: Phenethylamine

Mechanism of Action: A selective serotonin and norepinephrine reuptake inhibitor with minimal effects on other receptors.

At low doses acts as a serotonin reuptake inhibitor and as the dose is raised blocks the reuptake of norepinephrine and then dopamine.  May be less sedating therefore at higher doses.

Half Life: 5 +/- 2h

Active metabolite- O-desmethylvenlafaxine-has half life of 11 +/- 2h

Hepatic Metabolism with renal excretion

Once daily dosing

Minimal drug-drug interactions:

Relatively weak inhibition of CYP 450 2D6 isoenzyme

Minimal or no inhibition of CYP 1A2, CYP 2C9, CYP 2C19, and CYP 3A4

Common Side Effects-nausea, dizziness, somnolence,  usually seen in the first 2-3 weeks of treatment and then resolving with time.  Incidence of nausea was comparable to placebo by week 3 of treatment.    Other reported side effects include abnormal dreams, delayed ejaculation, decreased appetite, constipation, diarrhea, dry mouth, and sweating.

Incidence of sustained elevations in supine Diastolic Blood pressure is a dose dependent phenomena.  
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Effexor XR <100mg.
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101-200 mg.
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201-300
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>300mg.
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Administration:

Candidate for Effexor XR is a patient with depression, GAD, Social Anxiety,  or depression with associated anxiety symptoms.

Start at 37.5mg. and taper up to therapeutic efficacy.  Rarely is a dose greater than 225mg. needed.

Tell patient to take with food to minimize nausea.

Maintain at optimal doses for 6-9 months before attempting a taper off medication to minimize relapse potential.

To minimize any potential for withdrawal symptoms, do not stop drug “cold turkey”.  Taper patient off drug slowly.

Possible discontinuation symptoms include agitation, anorexia, diarrhea, dizziness, dry mouth, insomnia, nausea, nervousness, sensory disturbances often defined by patients as feeling like electric charges are going through their bodies, somnolence, and increased sweating.

Review of Studies: 

· Pooled analysis of 32 randomized double blind studies of depressed patients comparing Venlafaxine XR to SSRI’s looking at remission rates,  defined by a HAM-D less than or equal to 7,  showed SSRI’s to have a remission rate of 34.6% vs. 41.2% for Venlafaxine.  (N=3337 for Venlafaxine , 3280 for SSRI’s, and 932 for Placebo treated patients)  SSRI’s studied were fluoxetine, paroxetine, sertraline, citalopram, and  fluvoxamine.

· The following symptoms on the HAM-D showed the greatest change from baseline; agitation, somatic symptoms in general, psychic anxiety, and depressed mood.

· For GAD studies; pooled analysis of original data from 2 randomized, double-blind, 6 month trials showed at week 8 a 32% remission rate in Venlafaxine XR treated patients and at 6 months a 42% remission rate.  The improvement with time  and longer time to see results may be related to the chronicity of the disorder vs. depression which is more episodic.  Remission was defined as a HAM-A score less than or equal to 7.

· GAD: excessive anxiety and worry about a number of events or activities present more days than not for at least 6 months duration.  There is difficulty controlling the worry and patients present with significant distress or impairment as a result of symptoms.

· SAD: Fear or avoidance of social or performance situations with symptoms recognized as excessive or unreasonable and causing distress or impairment.  Typical physical symptoms of SAD include heart palpitations, sweating, “butterflies in stomach”, blushing and trembling or shaking.  Of note, shortness of breath as a symptoms is NOT usually seen in SAD patients but is often seen in panic disorder patients.  Also, in SAD anxiety symptoms do not occur out of the blue, but are situationally precipitated.  Typical situations inducing symptoms include public speaking, eating in public, a party, date, job interview, being with strangers, feeling like one is the center of attention, public bathrooms (particularly for men), and any activity where one is observed including having an office desk where others are close by.  The spectrum of SAD extends from being shy and “pushing oneself to confront an anxious situation”, to nongeneralized GAD..i.e. a specific situation is avoided an associated with the onset of symptoms, to a more generalized form, to avoidant personality disorder(the hermit).

· Pooled analysis of 2 randomized placebo controlled studies vs. paroxetine showed a 25% remission rate for Venlafaxine XR at 12 weeks and 30% remission rate by 6 months.  Remission was defined by a Liebowitz Social Anxiety sore of less than or equal to 30.

Some Key Points in data interpretation in general to be aware of:

· Method of study: randomized controlled, presence of active comparator

· FDA requires at least 2 positive randomized controlled trials vs. placebo to show efficacy.  

· Things to look for in a study: is LOCF included, sample size large enough, definitions for response and remission criteria, flexible vs. fixed dosing criteria

· Pooled analysis of several studies offers greater information.

