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MANAGEMENT OF DEPRESSION 
Stephen R. Holt, MD, MS, FACP 

Week 2 
 
Educational Objectives: 
 

1. Classify the variety of pharmacologic and non-pharmacologic approaches to 
managing patients with major depressive disorder 

2. Describe the essential issues that should be addressed in follow-up visits when 
treating patients with depression 

3. Anticipate challenges that might emerge during the treatment of depression and 
describe strategies to address them  

 
 

CASE ONE: 

 
Mrs. J is a 52-year-old middle school social studies teacher with a history of type 2 
diabetes and hypertension, with no prior history of mental illness, who presents to your 
office after a six-month hiatus from care.  You note that she ought to have run out of 
refills for her metformin, sitagliptin, and amlodipine several months ago.  When you 
broach this subject with her, she glumly responds “I just don’t care anymore.”  You 
decide to screen her for depression, and a PHQ-9 yields a score of 14.  She denies any 
thoughts of self-harm and has no history of manic symptoms in the past.  She adds that 
she has lost her love for teaching and knows her students have taken notice.  After 
screening her for substance use disorders and thyroid disease, you inform her that she 
meets criteria for a moderate major depressive episode and ask her if she would be 
willing to hear about treatment options.   
 

 
Questions: 
 

1. Broadly describe the categories of treatment for major depressive disorder 
(MDD), and which factors might influence treatment selection. 
The broad categories of treatment approaches for mild to moderate MDD 
episodes include psychotherapy, pharmacotherapy, complementary and 
alternative medicine (CAM), and exercise. 
 

• Psychotherapy: The principle psychotherapeutic approaches that have 
been demonstrated to effectively treat MDD include Cognitive Behavioral 
Therapy (CBT), Problem Solving Therapy (PST), Interpersonal Therapy, 
and Psychodynamic Therapy (McCarron, 2016).  CBT helps patients to 
identify inaccurate or unhelpful thoughts and encourages them to think 
about difficult situations in more constructive ways.  Similarly, PST 
focuses on teaching patients practical strategies to addressing day-to-day 
problems in ways that foster self-efficacy.  Interpersonal Therapy helps 
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patients to identify and address the role that interpersonal relationships 
have on perpetuating depressive symptoms, while the more traditional 
Psychodynamic Therapy seeks to reveal hitherto unconscious psychic 
barriers to recovery.  The primary limitations for each of these approaches 
is cost, insurance coverage, and access to treatment.  Generally speaking, 
psychotherapy is as effective as pharmacotherapy (Gartlehner, 2016), and 
may be particularly effective for patients with interpersonal problems, 
underlying personality disorders, or psychosocial factors.  

• Pharmacotherapy: The primary drug classes historically used to treat 
depression include “first generation antidepressants” (tricyclic 
antidepressants (TCAs) and monoamine oxidase inhibitors [MAOIs]), and 
“second generation antidepressants” (SGAs) (i.e., selective serotonin 
reuptake inhibitors [SSRIs], serotonin norepinephrine reuptake inhibitors 
(SNRIs), and atypical antidepressants such as bupropion and mirtazapine).  
Atypical anti-psychotics and psychostimulants are also sometimes used to 
augment the effects of antidepressants.  With the diversity of SGA 
options, first generation antidepressants are rarely used due to the higher 
incidence of side effects, drug-drug interactions, and comparable efficacy, 
and thus will not be discussed further in this chapter. 

• CAM: Many complementary and alternative medicine approaches have 
been tested in the treatment of MDD, with generally only low-quality 
evidence supporting their use (See Question 3 below).  Options include 
omega-3-fatty acids, s-adenosyl methionine (SAMe), St. John’s Wort, 
acupuncture, meditation, light therapy, yoga, and music therapy. 

• Exercise: Limited evidence does suggest that aerobic exercise may be 
effective in inducing remission, though details are lacking as to the “dose” 
of exercise needed to maximally achieve this benefit (McCarron, 2016). 

 
The decision surrounding which approach to take should consider patient 
preference, which may include cultural beliefs surrounding mental illness, side 
effect profiles of medications, cost and insurance coverage constraints, access to 
treatment options, comorbid medical or mental illness, history of efficacy in first-
degree relatives, and the potential for drug-drug interactions. 
 

2. Mrs. J initially leans towards pharmacotherapy.  Describe the first-line 
medications used to treat MDD, including common side effects for 
representative members of each drug class, expected time course for efficacy, 
and relevant drug-drug interactions. 
Specific medications from each drug class and commonly associated side effects 
are detailed in Table 3 of the Clinical Guideline article (Qaseem, 2016) and Table 
3 of the In the Clinic article (McCarron, 2016).  As a class, SGAs are generally 
well-tolerated, easily titratable, relatively inexpensive (most are available as 
generics), and effective in promoting remission of MDD episodes, as well as 
reducing the risk of recurrence. There are limited data to suggest that any one 
SGA is better than any other (Gartlehner, 2011).  As a class, common side effects 
include: nausea, sleep disturbance, impaired sexual function, and hyponatremia.  
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Important drug-drug interactions to consider with this class include medications 
that undergo hepatic metabolism and those that modulate serotonin (e.g., 
ondansetron, cyclobenzaprine, tramadol, dextroamphetamine, and many others), 
thereby increasing the potential for serotonin syndrome. 
 
Selective Serotonin Reuptake Inhibitors:  Estimates of the number needed to treat 
(NNT) for a clinically meaningful response (usually defined as a 50% reduction in 
symptom severity) for SSRIs range from 5-8 (Gibbons, 2012).  Patients can 
expect some degree of clinical benefit within two to four weeks, though the onset 
of potential side effects may be much sooner.  Specific examples from this drug 
class include: 

• Fluoxetine: One of the original SSRIs (FDA-approved in 1987), fluoxetine 
remains a reliable, well-tolerated member of this class  

• Citalopram: One of the better-tolerated SSRIs, may act marginally faster 
than other SSRIs 

• Paroxetine: Also an older SSRI, more commonly associated with weight 
gain, sexual side effects, and discontinuation syndrome than other SSRIs.   

• Sertraline: Associated with a higher incidence of diarrhea 
 
Serotonin Norepinephrine Reuptake Inhibitors: Similar collection of potential side 
effects, sometimes used to augment effects of SSRIs.  Specific examples include: 

• Venlafaxine ER: Comparable efficacy to other SSRIs, extended release 
venlafaxine has a somewhat higher incidence of GI side effects 

• Duloxetine: May be ideal agent for patients with comorbid depression and 
chronic neuropathic pain 

 
Atypical Antidepressants: Often used to augment effects of SSRIs but may also be 
used as first-line treatments. 

• Mirtazapine: Relatively fast rate of onset, increases appetite, helps with 
comorbid insomnia when taken at night. 

• Bupropion SR: A dopamine and norepinephrine reuptake inhibitor, 
sustained-release bupropion exhibits lower rates of sexual side effects and 
weight gain than other SGAs, but may lower seizure threshold in 
susceptible hosts. 

 
As mentioned above, MAOIs and TCAs are no longer listed as first-line treatment 
options for depression considering the diversity of options available among 
second generation antidepressants.  
 

3. After hearing about potential side effects of SSRIs, Mrs. J is now somewhat 
reluctant to start a new medication.  What can you tell her about the 
evidence for non-medication options? 
Behavioral interventions for depression have been consistently demonstrated to be 
as effective as antidepressant medications, with fewer attendant side effects, and 
thus lower treatment discontinuation rates (Qaseem, 2016).  CBT approaches have 
the most robust data.  A recent systematic review identified five moderate quality 
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randomized controlled trials of patients with moderate to severe MDD, treated 
with either CBT or a SGA (Gartlehner, 2016).  This review found similar 
response rates after eight to 16 weeks of treatment (44% vs 46%; relative risk, 
0.90 [95% CI, 0.76 to 1.07]).  Similar, albeit less robust, findings were noted for 
interpersonal and psychodynamic therapies, with little differences in outcomes 
between different psychotherapeutic approaches (Qaseem, 2016).  In addition, 
some studies have suggested that psychotherapy, as compared with 
pharmacotherapy, reduces the risk of relapse after treatment has ended.  In one 
recent meta-analysis, psychological interventions, when compared with 
antidepressants, significantly reduced the risk of relapse or recurrence (RR = 0.83, 
95% CI=0.70-0.97, NNT=13) (Biesheuvel-Leliefeld, 2015). 
 
Among complementary and alternative medicine therapies, low quality evidence 
suggests that modalities such as acupuncture, St. John’s Wort, and light therapy 
may be as effective as SGAs and appear to have a lower risk of adverse events 
(Qaseem, 2016).  St. John’s Wort, in particular, has been found to be comparably 
effective with somewhat lower rates of treatment discontinuation when compared 
with SGAs (Gartlehner, 2016).  The data remain inconclusive on the efficacy of 
meditation, yoga, s-adenosyl methionine, and omega-3 fatty acids (Appleton, 
2015).  Of note, a recent meta-analysis of four clinical trials did find moderate 
quality evidence that the addition of music therapy to usual care led to clinically 
significant reductions in depressive symptoms (Aalbers, 2017). 
 
Finally, moderate quality data suggests equivalent efficacy for aerobic exercise 
when compared with SSRIs with regards to remission rates after 16 weeks of 
treatment, with fewer adverse effects in exercise groups (Qaseem, 2016). 

 
 
CASE ONE CONTINUED: 

 
After a lengthy discussion of treatment options with Mrs. J, she remembers that her 
sister had taken sertraline in the past and had tolerated it well.  She decides to see if it 
will also work for her. After screening her for bipolar disorder, you prescribe sertraline 
50mg daily.   
 

 
4. When would you schedule her next appointment?  What issues should be 

addressed at this next visit? 
As referenced above, side effects of SGAs often commence before antidepressant 
effects, which, along with the sense of hopelessness that often accompanies an 
episode of MDD, contribute to a high treatment discontinuation rate.  It is 
therefore important to follow up with Mrs. J within one to two weeks of starting 
pharmacotherapy.  At this next visit, and all subsequent visits, a PHQ-9 can be 
repeated to assess efficacy of treatment.  As described in Qaseem et al, a ≥ 50% 
reduction in PHQ-9 score traditionally defines a response to treatment.  The 
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patient should be screened for common side effects of treatment, as well as signs 
and symptoms of mania, which may suggest the inadvertent unmasking of bipolar 
disorder precipitated by SSRI treatment.  Patients should be asked about thoughts 
of self-harm as treatment initiation, particularly among younger patients, may be 
accompanied by periods of impulsivity and acting upon episodic suicidal 
thinking.  Lastly, patients should explicitly be asked about adherence to their 
medications using non-judgmental normalizing language (e.g., “A lot of people 
have trouble taking their medications every day…”).   

 
 

CASE ONE CONTINUED: 

 
At her two-week follow-up appointment, Ms. J reports that she has been taking her 
sertraline as prescribed, but has had minimal improvement in her symptoms and also 
notes that she has gained two pounds since her last appointment.  She denies 
experiencing any racing thoughts, impulsive behaviors, or suicidal ideation.  Her PHQ-9 
is now 13. 
 

 
5. What do you tell her? 

It is still too early to expect much symptomatic relief from most SSRIs, including 
sertraline.  Likewise, the two-pound weight gain is too small to necessarily 
attribute to two weeks of sertraline.  You should provide reassurance and schedule 
another two-week follow-up. 
 
 

CASE ONE CONTINUED: 

 
You both decide to stay the course without changes.  Ms. J now presents another two 
weeks later with some modest improvement in her mood.  Her PHQ-9 is 11.  She has 
gained five pounds since starting sertraline.  She has been fully adherent and has not 
experienced any other side effects. 
 

 
6. What are your options at this point?  

At this juncture, there are several potential approaches, depending on the patient’s 
wishes.  It is important to remind Ms. J that most patients do not achieve 
remission, defined as a PHQ-9 < 5 (Trangle, 2016),with initial treatment 
(remember – a NNT of 5 means 4 out of 5 patients do not respond to initial 
treatment!), and to not lose hope (Gartlehner, 2011).  Of those patients who do not 
respond to initial treatment, 25-40% of patients may respond to next-step 
treatment with either augmentation therapy (e.g., adding bupropion, mirtazapine, 
or a second-generation antipsychotic), switching to a different SGA, or adding on 
psychotherapy (McCarron, 2016; Trivedi, 2006).  There are limited data to guide 
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the approach to an inadequate treatment response, and thus patient-centered 
decision-making is prudent (Qaseem, 2016). 

• You could stay the course, reassure the patient that further improvement 
may come with another two to four weeks of treatment and suggest trying 
to make some dietary changes to address the modest weight gain.  

• You could make a case for doubling the dose as 50 mg is only the starting 
dose of sertraline.  There has been a small improvement in her PHQ-9 (14 
down to 11), with limited evidence of side effects, and thus a dose of 100 
mg may engender further improvements. 

• You could consider the addition of bupropion SR which may augment the 
effects of sertraline while also minimizing any further weight gain.  Of 
note, atypical antipsychotics such as aripiprazole and quetiapine have 
stronger evidence supporting their use as augmentation therapy but would 
be less desirable in this case due to the well-established risks of associated 
weight gain (Zhou, 2015). 

• Switching to a different SSRI is also an option, though might be somewhat 
premature at four weeks as there have been some gains on sertraline and 
switching to a different agent would essentially mean starting over. 

• Lastly, depending upon availability, one could refer the patient for 
adjunctive CBT.  While Ms. J would hardly be considered “treatment-
resistant” at this juncture, a recent meta-analysis of studies of treatment-
resistant depression found moderate quality evidence from six trials, 
n=635, that the addition of CBT to pharmacotherapy increased the 
likelihood of achieving remission, when compared with usual care (RR 
1.92, 95% CI 1.46 to 2.52) (Ijaz, 2018). 
 

Regardless of the approach taken, the patient should be seen in another two 
weeks.   
 
 

CASE ONE CONTINUED: 

 
Ms. J remains on sertraline at her current dose and experiences a clinical remission with 
her PHQ-9 falling to less than 8 for the next eight months.  She now asks how long she 
should remain on treatment, and how to prevent future relapses.  
 

 
7. What do you tell her? 

The natural history of treatment for depression includes the acute phase, 
continuation phase, and maintenance phase.  Maximal clinical response, with or 
without full remission, is typically achieved six to 12 weeks after starting 
treatment, followed by a continuation phase of four to nine months duration.  
During this phase, active treatment is continued to ensure the stability of the 
remission.  After nine to 12 months of treatment, one enters the maintenance 
phase, and the patient and provider should consider the risks and benefits of 
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tapering off of pharmacotherapy.  Factors to consider may include: undesired 
consequences of pharmacotherapy (e.g., weight gain, sexual side effects, etc.), 
history of prior relapses (more frequent relapses might suggest a longer, or even 
indefinite, continuation phase), and ongoing psychosocial concerns (interpersonal 
or economic stressors, comorbid substance use disorders, etc.).  Of note, the 
“sequential model” of treatment, that is, the use of pharmacotherapy in the acute 
phase followed by the initiation of psychotherapy with or without ongoing 
pharmacotherapy, is particularly effective at averting relapses.  A recent 
metanalysis of 13 high quality studies of 728 patients found that maintenance 
phase patients assigned to CBT alone, as compared with those assigned to 
continuation of antidepressant medication, were significantly less likely to 
experience relapse/recurrence during the maintenance phase (risk ratio: 0.67; 95% 
CI=0.48-0.94; NNT=5) (Guidi, 2016). 

 
 

CASE TWO: 

 
Mr. B, a 64-year-old retired accountant, presents to your office with his daughter.  He is 
somewhat disheveled, with an unkept beard and mismatched socks.  His affect is flat.  
PHQ-9 is a 21.  When asked about suicidal thoughts, he blandly replies that the world 
would be better off without him.  He does not have any specific plan, nor any firearms in 
the home.  He does not exhibit any delusions or other psychotic features.  His daughter 
reports that her father has had bouts of depression throughout his life, but this is the 
worst she has seen him.  He is not currently taking any medications.  
 

 
8. How would you manage this patient? 

With evidence of severe depressive symptoms, including passive suicidal ideation 
and evidence of poor self-care, it would be prudent to step up his care.  This 
should include an expedited referral to a psychiatrist versus directly admitting the 
patient to an inpatient psychiatric unit.  Aside from pharmacotherapy, additional 
evidence-based treatment options for severe depression include electroconvulsive 
therapy and transcranial magnetic stimulation, which should be conducted under 
the care of a psychiatrist. 
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CME Questions: 
 
1. A 38-year-old man with no significant past medical history presents to your 

clinic with his first episode of MDD.  He dislikes the idea of taking anything 
made by “Big Pharma” and is only willing to embrace complementary and 
alternative medicine options.  Based on available evidence, which of the 
following is most likely to reduce your patient’s depressive symptoms? 
 

a. S-adenosyl methionine 
b. Omega-3 fatty acids 
c. Acupuncture 
d. Meditation 

 
 
2. A 62-year-old woman with a history of insomnia presents to your office to 

follow-up after eight weeks of treatment with citalopram.  She has had a 
partial response to treatment, but also has a history of diarrhea-predominant 
irritable bowel syndrome and feels like the citalopram has exacerbated her 
symptoms.  She also takes tramadol 50mg twice daily as needed for sciatica.  
Which of the following is a reasonable next step in her treatment? 
 

a. Taper off the citalopram and start sertraline instead 
b. Taper off the citalopram and start venlafaxine ER instead 
c. Taper off the citalopram and start bupropion SR instead 
d. Cut the dose of citalopram in half, and augment with mirtazapine 

 
 

3. Based on currently available evidence, which of the following statements 
about the treatment of major depressive disorder is false? 
 

a. CBT and second-generation antidepressants are equally effective at 
achieving clinical remission. 

b. The primary limitations on the use of psychotherapies in treating MDD 
are cost and access to care. 

c. Interpersonal therapy has consistently been shown to be superior to 
psychodynamic therapy approaches in the treatment of MDD. 

d. Psychotherapy, when compared to pharmacotherapy, is associated 
with fewer relapses during the maintenance phase of MDD treatment. 
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Answers: 
 

1. c   Acupuncture is the only one of the listed CAM treatments that has any 
evidence of effectiveness in randomized controlled trials.   

2. d  Both sertraline and venlafaxine are likely to further exacerbate this 
patient’s gastrointestinal side effects, based on their known side effect 
profiles.  Bupropion would be relatively contraindicated in the presence of 
tramadol due to a heightened risk of seizures.  Mirtazepine is a good 
choice in that it may also help the patient with her insomnia.  Cutting the 
dose of citalopram in half, while augmenting with mirtazepine, will 
hopefully preserve some of the antidepressant benefits, while mitigating 
the GI side effects.  Of note, switching to psychotherapy would also be a 
reasonable approach.  

3. c Each of these statements is true except for option c.  At present, there is no 
evidence to suggest that interpersonal therapy is any more or less effective 
than psychodynamic therapy. 


