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Maximizing the benefits of 

Antidepressants:  Some Tips for PCPs 

 

Most antidepressant prescriptions are written by PCPs.  

Following are some tips and other considerations to help 

with managing care with these agents—typically one of the 

SSRI or SNRI medicines.   
 

Adequate Trial Length:  When treating depressive illness it 

is important to note that SSRIs and SNRIs may take 4-6 

weeks to provide full positive effect once reaching a 

therapeutic dose.  Some folks do feel better earlier on, but 

positive clinical response may take longer—thus all patients 

should be advised at the outset of the realistic expectations 

on how long it may take to achieve maximal relief of their 

symptoms.  This will help with compliance and potentially 

result in a successful trial with the recommended medication 

rather than a merry-go-round of multiple short-term 

ineffective medication trials.   

 

Side Effects: “Start Low and Go Slow”:     When treating 

anxiety disorders and drug naïve patients with depressive 

illness, it is important to “start low and go slow” to avoid 

problematic side effects.  Slow titration has been shown to 

decrease the risks for increased anxiety, increased agitation 

and akathisia (internal restlessness) in patients being treated 

with SSRIs.  As an example, when using fluoxetine in these 

situations, the prescriber might consider starting at 10mg a 

day for one week prior to increasing to 20mg a day, and then 

waiting at 20mg for one month to assess response.  

 

If first you do not succeed….    Failure of a patient to 

respond to an initial trial of an SSRI or SNRI may occur 

even with adequate dosing and duration.  A second trial with 

another agent is suggested in these circumstances.  

See E-Weekly February 19 edition on “Choosing an 

Antidepressant” for further guidance on managing these 

patients. 
 

Higher Therapeutic Dose for Anxiety Disorders:    When 

treating anxiety disorders, many patients will require a 

higher dose for full efficacy, so it can take quite a while to 

reach optimal relief.  Using the same example of fluoxetine, 

while a dose range of 20-40 mg a day is typically adequate in 

treating depression, doses in the 40-80 mg range are often 

needed to treat anxiety disorders optimally.  And for patients 

with obsessive-compulsive disorder symptom profiles, it can 

take even longer (3 to 4 months) to get a full therapeutic 

dose and to see meaningful relief from symptoms.   

 

 

Discontinuation Syndrome:   While most patients taking 

these medications do so for long periods of time, there are 

times when patients may wish or need to discontinue 

treatment, so it is important for patients and providers to 

know that the SSRIs, particularly the ones with shorter half-

lives like paroxetine, fluvoxamine, and sertraline, can trigger 

a discontinuation syndrome if they are stopped abruptly.  

While the discontinuation syndrome is not dangerous or life 

threatening, it can be very uncomfortable.  Symptoms 

include: gastrointestinal upset, sleep disturbance, flu-like 

symptoms and electrical shock sensations.  The best way to 

avoid it is to taper SSRIs that have a shorter half-life.  

Fluoxetine on the other hand does not require a taper because 

it has a very long half-life. 

 

Serotonin Syndrome:   This is a potentially life threatening 

drug reaction that occurs when the body is exposed to too 

much serotonin.  Aside from the SSRIs, other medications 

that can increase serotonin in the brain include the triptans 

(used from migraines), certain pain medications  (including 

Tramadol and Demerol), the MAOIs and dextromethorphan 

(cough medication).  Drugs of abuse like LSD and ecstasy 

have also been associated with serotonin syndrome.  

Symptoms of serotonin syndrome include: agitation, 

restlessness, diarrhea, nausea, vomiting, increased heart rate, 

increased blood pressure, increased body temperature, 

hallucinations, loss of coordination, overactive reflexes, 

myoclonus, and tremor.   

 

FDA Black Box Warning:  The FDA issued a black box 

warning for all antidepressants and some mood stabilizer 

medications based on research that showed an increased rate 

of spontaneous reporting of suicidal thoughts in adolescents 

and young adults treated with SSRIs.  The FDA is currently 

re-evaluating the black box warning in light of indications 

that it led to a significant reduction in the diagnosis and 

treatment of depressive illness and thus may have been 

paradoxically associated with an increase in suicide rates 

among untreated adolescents.  Nonetheless, it remains a wise 

practice to discuss this issue and the issue of suicidal risk in 

general with all patients in treatment.  Arranging follow up 

visits within 1-2 weeks after starting medication or 

increasing the dose is recommended as is providing patients 

with appropriate resources to call in the event of a problem. 
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