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Mission:

To help our members, and the 

communities we serve, be 

healthy.

Vision:

To be the most highly regarded 

managed care plan in California.

About Us
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Disclosures

I have no relevant financial disclosures to declare.

Treatments that are discussed that are not

FDA-approved for use in the condition discussed

will be identified as such.

The opinions expressed in this talk are the presenter’s 

alone, and do not represent any official policy or opinion 

of their employing agencies.
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Overview

• Review concept of depression as a syndrome

• Examine how depression is identified and also 

diagnosed

• Present the neurobiological underpinnings of depression

• Examine the pharmacological approaches to treating 

depression

• I will endeavor to provide my clinical suggestions along 

the way!
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Backdrop…

COVID
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What is “Depression”?

Depressed 
Mood

Bad Day

Grief

Medical 
illness

Medication 
effect

Substance 
intoxication

Substance 
withdrawal Dementia

Other 
psychiatric 
disorder

Pregnancy/
Post Partum

Seasonal

Burnout



Eureka   |   Fairfield   |   Redding   |   Santa Rosa

What is “Depression”?

Mood State = "Sad"

Mental DisorderSyndrome
Major Depression

Minor Depression

Persistent Depressive 

Disorder
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How do you identify 
“Depression”?

Finding the syndrome

Vs.

Making the diagnosis
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How do you diagnose 
“Depression”?

• As a “syndrome” depression is defined by syndromic criteria, so 

diagnosis depends on clinical history and examination (DSM-5)

S • Sleep

I • Interest/pleasure

G • Guilt/Worthlessness

E • Energy

C • Concentration

A • Appetite/weight gain or loss

P • Psychomotor retardation

S • Suicidality

Remember:

• 5/9, nearly every 

day

• 2 consecutive 

weeks

• 1 has to be 

depressed mood 

or loss of interest 

or pleasure
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How do you diagnose 
“Depression”?

S • Sleep

I • Interest

G • Guilt/Worthlessness

E • Energy

C • Concentration

A • Appetite

P • Psychomotor retardation

S • Suicidality

Subtypes:

• Anxious

• Atypical

• Catatonic

• Melancholic

• Mixed

• Peripartum

• Psychotic

• Seasonal 

Pattern
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Jeff’s Thinking…

Lead with the question:

Do you think you’re depressed?

Individuals with depression are a diverse group, 

start breaking them into camps

Sleep?

Energy?

Weight/appetite

Suicidality

Family History
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Jeff’s Thinking…

Dig a little deeper to get at severity:

Tell me about something you REALLY 

love to do, or someone who REALLY 

makes you happy [Observe response]

If you’ve engaged in ______ recently, 

have you been able to enjoy it?
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How do you find 
“Depression”?

If unscreened, only about 50% of individuals with Major 

Depression will be identified 
1. Mitchell AJ, Vaze A, Rao S. Clinical diagnosis of depression in primary care: a 

meta-analysis. Lancet. 2009 Aug;374(9690):609-19. Epub 2009 Jul 27.

Untreated, Major Depression can result in:

• Suicide

• Poor medical condition management

• Higher mortality (RR = 1.52)

• Negative impact on family and community

1. Rihmer Z, Gonda X. Prevention of depression-related suicides in primary 
care. Psychiatr Hung. 2012;27(2):72-81.

2. Moussavi S, Chatterji S, Verdes E, Tandon A, Patel V, Ustun B. Depression, 
chronic diseases, and decrements in health: results from the World Health 
Surveys. Lancet. 2007 Sep;370(9590):851-8.

3. Benazon NR, Coyne JC. Living with a depressed spouse. J Fam Psychol. 2000 
Mar;14(1):71-9.

Treatment works better if started earlier in syndrome course
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How do you find 
“Depression”?

PHQ-9: sensitivity 88%; specificity 85%

Levis B, Benedetti A, Thombs BD, DEPRESsion Screening Data (DEPRESSD) Collaboration.   Accuracy of Patient Health Questionnaire-9 (PHQ-9) for screening to detect 
major depression: individual participant data meta-analysis. BMJ. 2019;365:l1476. Epub 2019 Apr 9. [Image from UpToDate “Screening for Depression”]

>10 = possible depressive disorder
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How do you find 
“Depression”?

PHQ-2: sensitivity 76% and specificity 87%

Manea L, Gilbody S, Hewitt C, North A, Plummer F, Richardson R, Thombs BD, Williams B, McMillan D. Identifying depression with the PHQ-2: A diagnostic meta-
analysis.. J Affect Disord. 2016;203:382. Epub 2016 Jun 6.[Image from UpToDate “Screening for Depression”]
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What is “Depression”?

R
is

k
 F

a
c
to

rs
Internal

Genetics

Personality Traits/Temperament

Other Psychological factors

Medical/Medications

External

Substance Use

Conduct Disorder

Social Networks

Adversity

Parental loss

Trauma

Stressful life events in past year

Low social support
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Other Considerations

Somatic Presentations: up to 2/3rds of those with 

depression present with somatic symptoms 
Tylee, A, Ghandi, P.  The importance of somatic symptoms in depression in primary care.  Prim 
Care Companion J Clin Psychiatry. 2005;7(4):167-76.

Culturally divergent depressive symptoms:

• Somatization of symptoms

• Feelings of guilt

• Expression of negative affect

• Suicidality

Juhasz, G, et al. Cultural differences in the development and characteristics of depression 
Neuropsychopharmacologia huNgarica 2012. XiV. éVf. 4. szám
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Summing it up… so far

• Syndromic Depression (“Major Depression”) is found in a 

subset of those individuals with “depressed mood,” and it 

may be found in subset of those with other psychiatric 

disorders

• There are many risk factors for developing major 

depression, including internal, external, and adversity 

factors

• Definitive diagnosis of a syndrome requires clinical history 

and examination (DSM5), HOWEVER…

• …screening tools (PHQ9, PHQ2) exist to help narrow the 

field of examination
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What causes Depression 
(neurobiology/pathophysiology)

Systems implicated in the development of depression:

• HPA Axis

o Cortisol elevated (over production of corticotropin-releasing 

hormone

• Neural network connections

o Prefrontal cortex and anterior cingulate, to the amygdala and 

nucleus accumbens (autonomic, behavioral, endocrine 

aspects of emotion regulation)

• Regulated by neurotransmitter systems:

o serotonergic, catecholamine (dopamine & 

norepinephrine), glutamatergic, and GABA-ergic

neurons

o Hyperactive default network (more self-referential)

o Hypoactive frontoparietal network (rumination and biased 

perceptions)
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What causes Depression 
(neurobiology/pathophysiology)

Systems implicated in the development of depression:

• Sleep architecture disruption

o Decreased rapid eye movement latency

o Decreased slow wave sleep

• Vascular (late life)

• Inflammation

• Other neurotransmitter systems:

• Endocannabinoid,  BDNF, Substance P
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What causes Depression 
(neurobiology/pathophysiology)

Generally speaking, in depression, can see:

• Serotonin DOWN

• Norepinephrine DOWN

• Dopamine DOWN

• Stress system UP
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Pharmacologic Approaches

• INCREASE Monoamines (Serotonin, Norepinephrine, 

Dopamine):

o In the presynaptic Neuron:

• Don’t break it down

o Monoamine Oxidase inhibitors (MAOi)

• Release more

o Bupropion

• Activate the receptors independently

o Vortioxetine, aripiprazole (adjunct)

o In the cleft:

• Don’t clear it out

o SSRI, SNRI, Tricyclics, 
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https://institute.progress.im/en/content/mechanism-action-tricyclic-antidepressants-tcas [With modifications as described, by this presenter.]

Norepinephine

Neuron

Serotonin 

Neuron

Cholinergic

Neuron

Selective Serotonin 
Reuptake inhibitor

Serotonin /
Norepinephrine
Reuptake inhibitor

Monoamine Oxidase 
Inhibitor

1a

Pharmacologic Approaches

https://institute.progress.im/en/content/mechanism-action-tricyclic-antidepressants-tcas
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Classes of Antidepressants

https://www.psychiatrictimes.com/view/antidepressants-part-1-100-years-and-counting

• And: esketamine/ketamine—NMDA receptor antagonist

NOW… A Sampling Of Key Medications and Jeff’s Thoughts… 
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MAOi

• Transdermal Selegiline--STIMULATING
o In the Brain: MAO-A and MAO-B inhibition

o In the Gut: just MAO-B inhibition (Avoids Tyramine Reaction)

o Dose: 6mg/24 hour

o Consider:

 Avoid other serotonergic drugs, stimulants

o Side effects:

 Site reactions (use topical Benadryl)

o Monitoring:

 BP periodically

Metabolizes 
Tyramine, 
Serotonin, 
Norepinephrine 

MAO-
A

Metabolizes 
Dopamine

MAO-
B
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TCAs

• OCD, depression (not 

FDA)

• Sedating, weight gain

• 25-100mg Daily or 

split

• Anticholinergic 

Serotonergic

• Clomipramine

Noradrenergic

• Nortryptiline

Balanced

• Doxepin

• Depression, pain & 

smoking cessation (not 

FDA)

• More activating, weight 

gain

• 50-150mg daily or split 

(low end for chronic 

pain)

• Start 10-28 days before 

tobacco quit date 

• Can monitor blood 

levels for therapeutic 

window 

• Depression, insomnia, 

itching & pain (not 

FDA)

• Sedating, weight gain

• Highly 

antihistaminergic

• 3-6mg insomnia (not 

within 3 hours of 

meal)well tolerated 

with little 

anticholinergic

• 75-100mg Daily or 

split (depression)

Class Concerns:

Not for folks just after an 

MI, can lower seizure 

threshold, QTc Prolong, 

CYP450 2D6 

metabolism
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TeCAs

Mirtazapine

• SEDATING

• STIMULATES APPETITE

• Best of both worlds:

o Doesn’t inhibit reuptake of serotonin or norepinephrine or 

dopamine (like SSRIs and SNRIs)

o Doesn’t inhibit MAO (like MAOi)

o Not anticholinergic (like TCAs) 

o Doesn’t effect CYP450 system—plays nice with other meds

o DOES: block presynaptic alpha-2 receptorsboosts release of 

NE and 5HT

o Very antihistaminergic

• 7.5-30mg Nightly. Less may be more. 

• Quick(er) onset than other antidepressants

• Check WBC—only an issue really if leukemia

• Perhaps good for methamphetamine use disorder treatment (not FDA)
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NDRI

Bupropion

• STIMULATINGParent compound is amphetamine

• Depression, smoking cessation, seasonal affective disorder, weight loss 

(with naltrexone)

• XL formulation for depression—150-300mg Mornings (not to exceed 

450mg/day)

• SR formulation for smoking—150mg daily 3 days, 150mg BID after (can 

use with NRT), start 1-2 weeks before quit date

• Careful if seizure history

• Not for individuals with anorexia/bulimia

• Less likely to cause hypomania

• Can treat sexual dysfunction caused by other antidepressants

• Might make anxiety worse
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SSRIs

Paroxetine Fluoxetine

Sertraline

Class Concerns:

GI effects, sexual side effects, 

mania, poop out, hyponatremia 

(elderly), NSAIDS may 

decrease effectiveness, bleed

• I rarely useside effects 

(sexual, sedation, 

anticholinergic, 

discontinuation 

problems—short t1/2)

• Inhibits is own 

metabolism, so dose 

increases more gradual

• May increase dopamine 

transmission—activating 

• PMDD—luteal phase 

dosing

• Long t1/2, so less 

discontinuation problems—

can taper off of other 

SSRI/SNRIs

• PMDD—take for a few days, 

or through luteal phase

• May increase some NE and 

DA, so might activate early 

in treatment

• Not as good for anxious-

depressed 

*TIP:

Consider co-prescription 

of BZ for early treatment 

jitteriness
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SNRIs

Venlafaxine Duloxetine 

LevomilnacipranClass Concerns:

GI effects, sexual side effects, 

mania, poop out, hyponatremia 

(elderly), NSAIDS may decrease 

effectiveness, bleed, uncontrolled 

close angle glaucoma

• I rarely use

discontinuation can be 

tough

• Low dose <225mg is 

more serotonergic

• Activating or sedating

• Desvenlafaxine may be 

steadier plasma levels—

easier to taper off

• Don’t take with alcohol

“drug dumping”

• 40-120mg Daily

• More urinary hesitancy 

and sweating (b/c more 

NE effect)

• Depression, Chronic MS 

Pain, Neuropathic pain

• Activating or sedating

• Less problematic than 

Venlafaxine discontinuing

• Depressed patients with 

pain
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SRI/SRMs

Trazodone Vortioxetine 
• Not a good antidepressant
• Potent blocker of serotonin 

2A receptor
• Good for sleep (not FDA):

• 25-100mg Nightly 
PRN

• antihistamine
• Priapism (1:8000)—male 

and female documented
• Agitation in dementia (not 

FDA)

• Depression
• Broad neurotransmitter 

increases: serotonin, 
norepinephrine, dopamine, 
glutamate, acetylcholine, 
histamine

• More activating, might 
improve cognitive slowing 
in depression

• SIADH/hyponatremia, 
sexual dysfunction (less 
than SSRIs)
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Ketamine

https://dana.org/article/the-dazzling-promise-of-ketamine/
• NMDA-Receptor antagonist

• Opioid receptor agonist

• By blocking NMDA-receptor, 

glutamate release is 

INCREASED elsewhere

• IV: 0.5mg/kg over 40 mins

• Tachyphylaxis

• HTN, misuse/abuse, no 

stimulants

Esketamine:  Requires REMS

• Intranasal

• Initial: 56mg, then 56mg or 84mg:

• Weeks 1 through 4 – 2 times/week

• Weeks 5 through 8 – 1/week

• After: Once every one to two weeks
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