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Objectives

• Identify and evaluate depression in a primary 
care setting

• Provide appropriate medication management 
for depression (3 cases)

• Learn a few psychotherapy techniques for 
treating depression that you can use in a 
medical setting.
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Recognizing Depression
• Core symptoms:  SIGECAPS

– Depressed mood (sad, down, blue) AND/OR
– Reduced interest or pleasure (I)

• Physical symptoms:
– Change in appetite (A)
– Change in sleep pattern (S)
– Reduced energy level (E)
– Psychomotor agitation/retardation (P)

• Cognitive symptoms:
– Poor concentration/easy distraction (C)
– Inappropriate guilt/self-reproach (G)
– Thoughts of death, dying, suicide (S)

• 5 out of 9 for at least two weeks

(Simon, 1999)

69% of primary care patients
with a diagnosis of MDD 
presented with a physical 
chief complaint.

Evaluation of Depression
• How has this impacted your life?
• Drugs - alcohol, benzos, stimulant w/d
• Safety - suicide and IPV; weapons
• Have you ever felt like this before?  What happened 

then?  What helped? Prior med trials (including 
how long, max dose, effectiveness, side effects, 
why stopped).  

• H/o suicidality, hospitalizations, mania
• FH – depression, anxiety, bipolar, addiction,  

suicide, medication responses in the family

Are all antidepressant drugs equally 
effective?

• 1) Yes,  on average.
• 2) On average, dual-action drugs (that work on 

serotonin and norepinephrine) are more 
effective than single action drugs (that work 
on serotonin alone).

• 3) On average, newer drugs (SSRI, SNRIs, 
atypicals) are more effective than older drugs 
(TCAs and MAOIs) (Gartlehner, 2011)

Case 1
39 yo woman, medical history of migraine-associated vertigo 
controlled on topamax, who became incredibly anxious in the 
setting of starting a new job 1 month ago.  Since then she has 
been unable to work, felt severe anxiety and agitation, low 
mood, can’t read or watch TV, smoking all the time, in tears 
frequently, lost 10 pounds, feeling bad about herself, moved 
back to her mother’s house, thinking about suicide (no plan or 
intent, no access to weapons). Had tried unsuccessfully to 
access psych services, now brought in to her mother’s primary 
care clinic.  No problems with sleep. No current substance 
use.  No IPV. Has never felt like this before.  Sister has a h/o 
successful treatment with sertraline for anxiety. PHQ9 15
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Depression vital signs

PHQ-9: 
Patient Health Questionnaire-9
(www.phqscreeners.com)

*validated for detecting and monitoring depression

Which med first?

1) What worked before for pt (or someone in 
pt’s family).

2) Not what didn’t work before.

3) SSRI (sertraline, escitalopram) OR bupropion

What’s her diagnosis?

• 1) major depressive disorder
• 2) adjustment disorder with anxious mood
• 3) persistent depressive disorder (dysthymia)
• 4) who cares about the specific diagnosis –

depression and anxiety of some sort, 
functionally impairing

1st line treatment for depression 
SSRI (sertraline, escitalopram, fluoxetine, 

paroxetine, citalopram) 
--if depression AND anxiety

OR 
Bupropion

--if depression with low energy, 
anhedonia, decreased drive, NOT anxious.

AND/OR
Psychotherapy

http://www.phqscreeners.com/
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Bupropion vs SSRI

• bupropion – comorbid attention problems or 
smoking, contraindications to SSRI 
{thrombocytopenia or recent bleed, 
hyponatremia}, pt won’t accept risk of 
weight gain or sexual side effects

• Sertraline / escitalopram - comorbid anxiety, 
OCD

Special populations

• Comorbid chronic pain – SNRI (venlafaxine, 
duloxetine), TCAs (nortriptyline, desipramine)

• Peripartum - sertraline
• Difficulty with adherence – fluoxetine
• Bulimia or binge eating - fluoxetine
• Multiple meds – avoid fluoxetine & paroxetine
• Difficulty tolerating SSRIs – liquid formulations
• Elderly – start low, go slow, same doses as for 

adults, longer time to response (6-12 weeks)

What do you do for her?

• 1) start her on escitalopram
• 2) start her on sertraline
• 3) start her on bupropion
• 4) any of the above

Dosing for depression

Drug Starting Rx (take ½ pill for 
first few days)

Target Dose

Escitalopram 10mg 10-20mg

Sertraline 50mg 50-200mg

Fluoxetine 20mg (can’t split pill) 20-80mg

Citalopram 20mg 20-40mg

Paroxetine 20mg 20-50mg

Bupropion XL 150mg x1 week, then 

300mg (can’t split pill)

300-450

Venlafaxine XR 37.5mg x1 week, then 

75mg  (can’t split pill)

75-225mg

Duloxetine 30mg x1week, then 60mg

(can’t split pill)

60-120mg
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Case one - continued

• You decide to prescribe an SSRI (because co-
morbid anxiety), and choose sertraline 
because her sister responded well to it and 
she has no co-morbid conditions that would 
push you elsewhere.

Which of the following has happened 
to one of your SSRI Rx?

• 1) Patient never fills the prescription.
• 2) Patient fills the prescription, but then googles the 

medication and never takes it.
• 3) Patient takes 2 doses, feels nauseated & more 

anxious, and refuses to take meds again.
• 4) Patient takes for 2 weeks at the starting dose, 

doesn’t notice a difference in her depressive 
symptoms, stops it, and says meds don’t work for her.

• 5) Patient takes it after some brief psycho-ed from you, 
returns within a month for follow-up, you titrate up the 
medication for efficacy,  and she thanks you for her 
“new life” in 8 weeks”

Psycho-ed for SSRIs

1) Take 2-4 weeks at given dose to begin work
2) Early side effects vs. longer term side effects
3) Expected duration of treatment

*if you experience any side effect that makes 
you want to stop the medication, contact MD

*establish hope and maximize placebo

Case 1 - continued
• She agrees to take sertraline, in addition, you use the 

following psychotherapeutic technique 

Psychoeducation regarding depression --
Depression is an illness, not a character defect.
Treatment is effective for most patients.

Back to basics –
eat, even when you are not hungry
shower daily
get out of bed and dressed in the morning 
leave the house daily 
avoid alcohol / drugs
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Case 1 – 2 weeks later

• Close follow-up – She had a headache for the 
first 3 days, but is now tolerating sertraline 
50mg daily without side effects. She is eating 
regularly but it’s a struggle, feeling minimally 
better than before. You increase the dose to 
100mg, and support her continued eating & 
leaving the house, and in addition 
recommend:

Exercise for depression

Exercise is an active treatment for 
depression (30 min, 3-5 days/week)

• Moderate effect size compared to placebo
• Equal effect size compared to psychological treatment 

or antidepressant treatment for mild-to moderate 
depression.

• Problems with studies.  
(Exercise for Depression: Cochrane review 2013)

* May be sufficient start for mild depression.  Adjunct to 
antidepressants/therapy for moderate to severe 
depression.

How fast to increase the dose?
• Balancing potential for side effects vs. delayed efficacy. 
• Usually go up every 2-3 weeks in same increment as 

starting dose until evidence of some notable response, 
then stay for 4 weeks. Full response 8-12 weeks.  Stop 
if hit max dose, side effects limit titration, or patient is 
in remission. 

• Failed trial – 4 weeks at max dose without response
• Often doses needed for anxiety treatment are 

higher than for depression treatment.  
• If panic attacks, start at ½ normal dose to start.

Case 1 (cont)

• Pt comes back 4 weeks later,  PHQ9 6, much 
better from a mood perspective, still 
significant anxiety, no side effects of meds.  
You increase her sertraline to 150mg to target 
anxiety symptoms. She comes back 1 month 
later feeling better than she has felt in years –
working again. PHQ9 2. 
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How long do you continue the 
sertraline? 

1) OK to taper her off now
2) Continue for a total of 6 months
3) 6-12 months from the point of remission
4) Indefinitely 

Continuation & Maintenance 
Treatment

• Highest risk of relapse is in the first 6 months after 
achieving remission (as high as 50%).

• 1st episode MDD - continue at same dose as remission 
for 6-12 months, then taper
(Longer if: get worse with taper, suicidality, 
psychosis)

• 2nd episode MDD, continue 6-12 months, then 
additional 1-3 years maintenance treatment 
(recurrence rate is 50-90%)

• 3rd episode of MDD - recurrence rate is >90% 
within the next 2 years – indefinite, or at least 
3 years

3 Rules of Psychopharmacology

• If it works, keep doing it.
• If it doesn’t work, stop doing it.
• Be systematic  (i.e. Know what symptoms you 

are trying to treat and track them over time)
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Case 2 - Switching
• 63 yo man, medical history of HTN, 1 prior episode of MDD 10 years 

ago eventually treated successfully with escitalopram 10mg but 
with sexual side effects (delayed ejaculation), now presenting in 
another major depressive episode with significant anxiety.  His 
thoughtful PCP had started him on sertraline, titrated to 50mg, and 
he was referred to me due to overall worsened anxiety/agitation 
despite 4 weeks at a stable dose of sertraline.  He had decreased his 
sertraline to 25mg 2 days prior to our appointment, and found his 
agitation had improved. PHQ9 14.  +MJ multiple times weekly.  No 
SI / IPV. Exercising 5x/week.

Prior med trials in first episode:
• Wellbutin XL 300mg – started for sexual side effects from 

escitalopram, tolerated, but did not work for sexual side 
effects

• Paroxetine - unclear if efficacious, +side effect of weight gain

What’s going on?

• 1) intolerant of sertraline
• 2) failed medication trial of sertraline
• 3) worsened underlying illness

You stop the sertraline.  Which 
medication do you try next?

1) Bupropion
2) Escitalopram
3) Fluoxetine
4) Mirtazapine
5) Venlafaxine

Mirtazapine (Remeron)

§ pre-synaptic alpha-2 antagonist-> affects 
serotonin/NE

§ Great for elderly, medically ill people who are 
depressed, can’t sleep, and could use help 
maintaining weight.  Some anti-nausea effects.

§ Start dose 15mg bedtime, increase to 30 mg in 
one week.  If no/partial response after 2-4 weeks, 
increase to 45 mg. Change if no response to 45 
mg after 2-4 weeks

§ Somnolence is less at higher doses (Fawcett, 1999)
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Star*D

• Largest study of treatment of non-psychotic MDD in 
multiple psychiatric and primary care settings, funded 
by NIMH (ages 18-75)

• Level 1 – (n=3671) 
citalopram - remission rate 33% (resp 47%)

• Level 2 – pt could choose augment vs switch.  
Med switch randomization options (n=727) 

sertraline - remission rate 26.6% 
venlafaxine xr – remission rate 25% 
bupropion sr – remission rate 25.5% 

No significant difference between these remission rates

(Rush, 2006)

You stop the sertraline.  Next 
medication to try?

1) Bupropion SR
2) Escitalopram
3) Fluoxetine
4) Mirtazapine
5) Venlafaxine XR

In addition to starting fluoxetine 20mg daily, you 
use the following psychotherapeutic intervention:

Behavioral activation with pleasant events planning 
-what did you used to like to do that you 
don’t do anymore

(Plan to start gardening 3x weekly)

Case 2 (cont)

• You see him in 4 weeks, he is significantly 
better but not in remission, continue on 
fluoxetine 20mg.  At the 9 week mark, his 
PHQ9 is 2.  You recommend staying on the 
fluoxetine at the current dose for a minimum 
of 2 years.
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What next Case 3 - Augmentation
• 43 yo man, long history of recurrent major 

depression, with worsened symptoms over last 
year (+low mood, anhedonia, eating more with 
10 lb weight gain, can’t stay asleep, low energy, 
difficulty focusing, +PMR, no SI).  No anxiety. Has 
been on bupropion SR 150mg for the last 3 years, 
seemed to be helpful when he first started it, no 
side effects. +h/o fluoxetine in college that was 
helpful.  Several other med trials that he doesn’t 
remember the names of.  PHQ9 19

In addition to starting to exercise, 
what do you recommend?

• 1) Increase bupropion SR to 150mg BID or 
switch to bupropion XL 300mg daily

• 2) d/c bupropion, start fluoxetine 20mg
• 3) d/c bupropion, start venlafaxine xr 37.5mg
• 4) Continue bupropion SR 150mg.  Add in 

fluoxetine 20mg daily. 

Case 3 (cont)

• He returns in 3 weeks, better (PHQ9 now 13 
(from 19). You:

1) Increase bupropion to SR 200mg BID or XL 
450mg.  

2) Add in fluoxetine 20mg daily

3) Add in sertraline 50mg daily

4) Add in mirtazapine 15mg bedtime
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Case 3 (cont)

• He returns in 4 weeks, no change in 
symptoms.  PHQ9 13. You recommend:

1) Add in fluoxetine 20mg daily
2) Reduce bupropion dose to SR 150mg BID or 

XL 300mg daily and add in fluoxetine 20mg 
daily

3) Taper off bupropion and add in fluoxetine 
20mg daily 

4) Add in escitalopram 10mg daily

3 Rules of Psychopharmacology

• If it works, keep doing it.
• If it doesn’t work, do something else.
• Be systematic  (ie. Know what symptom(s) you 

are trying to treat and track them over time)

Case 3 (cont)

• He returns in 4 weeks, PHQ9 = 9 (down from 
13).  Sweating more but manageable. You 
increase the fluoxetine dose to 40mg daily.  
Continue bupropion XL 300mg daily in the 
morning. He returns 4 weeks later, PHQ = 5, 
you recommend that he f/u with therapy 
referrals and continue current meds. 

Augmentation strategies supported by 
the literature

• Low-dose atypical antipsychotic (aripiprazole, 
risperidone, quetiapine, olanzapine – NNT 9, 
NNH 17)

• Lithium
• Thyroid hormone (T3)
• Stimulant for late-life depression
• ?Combination antidepressants (often SSRI or 

SNRI + bupropion or mirtazapine)
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What about the newest 
antidepressants?

- Levomilnacipran (Fetzima) (2013) – NSRI

- Vortioxetine (Trintellix) (2013) – multimodal 
serotonin

- Vilazodone (Viibryd) (2011) – SSRI + 5HT1A 
partial agonist

Who to refer to psychiatry

• Safety concern (suicidality) and need help 
with determining level of care

• s/p 2-4 adequate med trials and not in 
remission

• Concern for bipolar
• Psychosis
• Catatonia

Summary

• 1) Psychotherapy techniques for depression 
(psychoeducation re: depression, back to 
basics, behavioral activation with pleasant 
event planning, exercise)

• 2) Initial med management (what worked 
before, SSRI vs bupropion (vs mirtazapine),
maintenance treatment)  

• 3) Switching vs. Augmentation 
(3 Rules of Psychopharmacology)
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Thank you!

• To you for the excellent mental health care 
you provide to patients

Questions?

Emma.SamelsonJones@ucsf.edu


