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CASE

• Your patient is a 40 year old female

• HTN

• Weight gain 30 pounds

• HgbA1C 7.5

• Late refills on antihypertensives



OBJECTIVES

• Review common medical conditions associated with 

depression

• Discuss clinical use of specific antidepressant 

medications for specific medical conditions. 

• Give an example of antidepressant medications well-

suited for a particular medical condition.
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Depressive Disorders 

effect 1 in 5 adults 

in North America 

during a lifetime
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TRUE OR FALSE

• Most patients receive most or all of their mental 

health care from non-psychiatric providers.  



TRUE OR FALSE

Patients in primary care 

have less severe depression 

than those who see a psychiatrist. 

• StarD data



“Nurse Practitioner, I’m depressed.”



WHO TO SCREEN??

• Adolescents and young adults

• Personal or Family history of depression

• Chronic illness

• Multiple unexplained somatic complaints



PHYSICAL C/O DEPRESSION

GI/Bowel/Bladder

• Pain

• Hypersomnia/Fatigue

• “Heavy” feeling in extremities (leaden paralysis)



DEPRESSION – THE PHYSICAL 
PRESENTATION

In primary care, physical symptoms 

are often the chief complaint 

in depressed patients

l. N Engl J Med. 1999;341(18):1329-1335

N = 1146 Primary care patients with major depression



HOW TO SCREEN??



PHQ-9 (PATIENT HEALTH QUESTIONNAIRE)

• Screening tool developed specifically for primary 

care settings.

• Covers DSM-5 criteria for Major Depression 

• Free online

• Recognized by US Preventive Services Task Force on 

Screening for Depression in Adults (JAMA 2016)



PHQ-9

•5 = mild

10 = moderate

15 = moderately severe

20 = severe depression



PHQ-2

• During the past month, have you been bothered by having 

little interest or pleasure in doing things?

• During the past month, have you been bothered by feeling 

down, depressed, or hopeless?











OTHER SCREENING

• Bipolar Disorder

• Family Hx of bipolar

• Post Partum Depression

• Family Hx of completed suicide

• Substance Abuse



CASE

• Mr. V is a 65 yo male

• financial stressors related to flooding

• Has lost 50 pounds in the last 6 months

• Worries that his bowels are damaged and not 

working

• He has a history of depression when he was 40

• Is this depression? 







COMPLETE H&P AND 
MEDICAL WORK UP



DIFFERENTIAL DIAGNOSIS 

• Differentiation from medical illness:

• Hypothyroidism

• Parkinson’s disease

• Carcinoma of the pancreas

• Dementia 

• Delirium

• Bereavement:

• Time limited resolves within few months

• Look for functional impairment



“Nurse Practitioner, I’m depressed.”



DEPRESSION MEDICAL ILLNESS

• Depression predicts worse medical outcome

• Increases health care utilization

• Decreases participation in care

• Increases mortality

• Increases suicide risk



WHICH MEDICAL CONDITION DOES NOT 
HAVE INCREASED RATES OF DEPRESSION?

•A. Pruritis

•B. Parkinson’s Disease

•C. Pancreatic Cancer

•D. Coronary Artery 

Disease





DEPRESSION AND MEDICAL ILLNESS

Depression Medical 
Illness

Gleason, OC et al. (2013). The Two-way relationship between medical illness and late-life depression. 

Psychiatric Clinics of North America,  36, 533-544.  

Sotelo, JL et al (2014). The biology of depression in cancer …, Int Review of Psychiatry, 26(1), 16-30.          



BIOLOGICAL FACTORS

• Genetic

• High prevalence in first degree relatives

• Medical Illness: 

• Parkinson's, Alzheimer's, cancer, diabetes or stroke

• Vascular changes in the brain 

• Previous history of depression

• Substance abuse

• Inflammation



INFLAMMATION PLAYS A KEY ROLE IN PATHOGENESIS 
OF DEPRESSION FOR A SUBSET OF PATIENTS.

KIETCOLT-GLASER ET AL. (2015). INFLAMATION: DEPRESSION FANS THE FLAME. AM J 
PSYCHIATRY. 172(11), 1075-91

Childhood 
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DEPRESSION RATES 

• Heart Attack 40-65%

• Coronary Artery Disease (CAD) without heart attack  18-20%

• Parkinson’s Disease 40%

• Multiple Sclerosis 40%

• Cancer up to 50%

• Chronic Pain 40-60%



DEPRESSION HIGH CORRELATES

• Cardiovascular

• Endocrine

• Pulmonary

• Renal 

• Gastrointestinal



POST STROKE DEPRESSION

• May affect 1/3 to 1/2 of stroke survivors

• Depression increases with degree of physical 

disability

• And cognitive impairment

• SSRI antidepressants may improve outcome of stroke

• Hollender, K. D. (2014). Screening, Diagnosis, and Treatment of Post-Stroke 

Depression, American Association of Neuroscience Nurses. 





POST STROKE DEPRESSION



LESION LOCATION AND DEPRESSION

• Robert Robinson (1988). Stroke, 

Jan 19 (1) Post stroke depression and 

lesion location.  Landmark study

• Rajashekkaran, Pooja et al. 

(2013). Indian Journal of Psychiatry, 

55(4), 343-348. Post stroke 

depression and lesion location. 

To the left

To the left



LESION LOCATION AND DEPRESSION

•



DIABETES AND DEPRESSION

❖Depression risk is 2X with Diabetes – 1 in 4 patients

❖Less Likely to adhere to diet and medication regimen

❖Increase co-morbidities – ESRD, dialysis, vision problems, 

amputations

Holt, R, deGroot, M, and Golden, S. (2014). Diabetes and Depression, 

Curr Diab Rep14(6) 491



DIABETES

• People with depression have 37% increased risk of 

developing diabetes

• Predictors of depression –

• use of insulin

• Sexual dysfunction

• Painful peripheral neuropathy

• Poor glycemic control



SADHART STUDY

SERTRALINE ANTIDEPRESSANT HEART ATTACK 
RANDOMIZED TRIAL



ACUTE CORONARY SYNDROME

• Acute Coronary Syndrome - Myocardial Infarction and 

unstable angina

• ACS with comorbid major depressive disorder almost 20% 

of time

• 1 out of 5 patients will have MDD



ACUTE CORONARY SYNDROME

• These patients were not seeking treatment for depression

• Researchers expected to attribute depression to the stress of 

ACS

However, in over half the cases, depression existed long 

before the ACS events



SADHART FINDING

No adverse cardiovascular effects of sertaline

42% reduction in mortality and recurrent MI



SADHART FINDING

• Patients with depression have worse outcomes

• Increased # of days hospitalization after angioplasty or 

CABG

• Increased mortality after MI

• Treatment improves outcomes



CANCER

• Highest rates of depression –

• Severity of illness

• Pancreatic

• Oropharyngeal

• Breast Cancer

• Not solely explained by the psychosocial stress of diagnosis



WHY TREAT?

• impairment from a medical 

disorder and impedes its 

improvement

• Decrease the likelihood of death 

from physical illnesses 

• When untreated - interferes with 

a patient's ability to follow the 

necessary treatment regimen 



Treatment



ANTIDEPRESSANTS FOR ALL?

• APA recommends therapy for mild depression (and some 

moderate)

• Cognitive Behavioral Therapy or Interpersonal Therapy

• For moderate depression and higher APA recommends 

antidepressants (at least 2 years up to lifetime in some cases)

• For severe depression – ECT recommended by all these 

groups (US, Canadian, British)



WHICH MEDICAL CONDITIONS SHOULD BE TAKEN 
INTO CONSIDERATION WHEN SELECTING 

AN ANTI-DEPRESSANT MEDICATION?

• A. GI bleed

• B. NSTEMI

• C. Seizure

• D. Hypotension

• E. All of the Above



WHERE ARE MOST ANTIDEPRESSANT 
PRESCRIBED?

• A. In the ED

• B. At the Psychiatric 

Nurse Practitioner’s 

office

• C. In Beaumont, TX

• D. In primary care



WHICH ANTIDEPRESSANT IS BEST?



WHAT HAVE WE LEARNED FROM CLINICAL 
TRIALS?

• Sequenced treatment alternatives to relieve depression 

• (STAR*D)

NIMH sponsored clinical trial – results published in 2006

Assess the effectiveness treatment of major depressive disorder 

and primary care and psychiatric care clinics

• 41 clinical sites around the US

2876 patients entered the trial

• Largest and longest clinical trial ever conducted to evaluate 

depression



WHAT HAVE WE LEARNED FROM STAR*D?

• Patients in primary care settings have similar severity of 

depression compared to patients in psychiatric settings

About one third of patients reach remission with first 

antidepressant

• Another 10-15% will respond

• About 25% reach remission with a second antidepressant.



WHAT HAVE WE LEARNED FROM STAR*D?

• The response rate is lower with each additional change.

• Switching within class or out of class equally effective

• No clear 'best" antidepressant but MAO-I least tolerable

• Remission may take 8-12 weeks





WHICH ANTIDEPRESSANT IS "BEST"?

• All classes of antidepressant medications are efficacious for 

first episodes of major depression (30% remission, 45-60% 

response)

• SSRIs used most often as 1st tier



RISKS  OF ALL ANTI-DEPRESSANTS

• Sexual side effects – All except bupropion 

(Wellbutrin), mirtazapine

• Serotonin syndrome

• Mania

• Drug interactions – fluoxetine and paroxetine 

highest

• Black box warnings



DON’T BE THAT NURSE PRACTITIONER

Will this 

antidepressant 

make me 

suicidal??



SUICIDALITY AND ANTIDEPRESSANT DRUGS

FDA Black Box Warning

Antidepressants increased the risk of suicidal thinking 

and behavior (suicidality) in children, adolescents, 

and young adults.

Increased risk 24 and younger

No increased risks age 25 to 64

Decreased risk age 65 and greater



LINDA’S SAMPLER OF ANTI-DEPRESSANTS 

• escitalopram (Lexapro)

• Bupropion (Wellbutrin)

• duloxetine (Cymbalta)

• mirtazepine (Remeron)

• sertaline (Zoloft)

• trazodone (desyrel)



TCAS (TRICYCLIC ANTIDEPRESSANTS)

• Neuropathic pain

• Highest risk of fatal OD – cardiac arrhythmias 

• Lower seizure threshold

• BEERS criteria for geriatric patients – orthostatic 

hypotension, delirium (American Geriatric Society)



TCAS (TRICYCLIC ANTIDEPRESSANTS)



DON’T BE THAT NURSE PRACTITIONER

• Case:

• The NP prescribed amitriptyline 50mg q HS  

• How much is a lethal dose?

• If the NP prescribes sertraline (Zoloft) 50mg

• How much is a lethal dose?



MAO-I (MONOAMINE OXIDASE INHIBITORS)

• Phenelzine (Nardil)

• Tranlcypromine (Parnate)

• Linezolid (Zyvox)



SSRI BENEFITS

• Most used

• Most studied 

• Inexpensive

• Effective for depression 

and anxiety



LINDA’S SSRI PICKS

• Escitalopram (Lexapro) – start 5 or 10mg daily in the 

morning, titrate to 10mg or 20mg

• Sertaline (Zoloft) – start 25 or 50mg daily, titrate as 

high as 200mg



SEROTONIN SYNDROME
• Serotonin syndrome

Tremor, Altered mental status, Hyperthermia, Rigid muscles, Hyper 

reflexes, clonus

• Multiple SSRIs or with SNRI, triptans, Tramadol, buspirone, opiates, 

linezolid



SSRI RISKS

• Bleeding risk

• SSRIs slow the rate of clot formation and increased bleeding risk

Platelet count is unchanged

Increase risk of G.I. bleed's

And other conditions such as hemorrhagic stroke



COMMON SIDE EFFECTS OF SEROTONIN

• Nausea

• Diarrhea

• Dizziness

• Headache

• Insomnia – dose in morning first

• Weight gain – paroxetine highest



CITALOPRAM (CELEXA) – EKG QTC

• FDA Black Box Warning

• Citalopram causes dose dependent QT interval prolongation at 

doses greater than 40 mg per day.

• Patients with CHF,  bradyarrhythmias, 

• hypokalemia or hypomagnesemia

• higher risk of developing Torsade de Pointes.

• Check EKG QTc for prolongation (QTc greater than 450 

milliseconds)



WHICH ANTIDEPRESSANT BELOW HAS THE 
GREATEST RISK FOR DRUG INTERACTIONS?

• A. Sertaline (Zoloft)

• B. Duloxetine 

(Cymbalta)

• C. Paroxetine (Paxil)

• D. Celexa (citalopram)



DRUG INTERACTIONS

• Fluoxetine and paroxetine have highest drug interactions

• Fluoxetine is longest acting and is only approved for children

• CYP – 450 enzymes – particularly 2D6 and 3A4

• Immunotherapy

• Antiarrythmics

• Codeine

• Antifungal

• Antibiotic – linezolid (an MAO-I)

• Tamoxefen and  paroxetine



SEROTONERGIC MEDICATION RISKS

• Syndrome of inappropriate antidiuretic hormone (SIADH)

SSRIs are associated with SIADH which leads to 

hyponatremia

Increased risk in the elderly

Symptoms include 

Lethargy 

agitation 

confusion



LINDA’S PICK - ESCITALOPRAM (LEXAPRO)

• Similar to citalopram (enantiomer – mirror image chemical) 

but no QTc black box

• Starting dose is effective dose – 5mg or 10mg

• Low drug interaction – unlike paroxetine and fluoxetine



LINDA’S PICK - SERTRALINE (ZOLOFT)

• Safety, Safety, Safety

• Think SADHART



SNRI – SEROTONIN NE REUPTAKE 
INHIBITORS

• SNRIs (serotonin and noradrenaline reuptake inhibitors)

• venlafaxine (Effexor) - FDA approved – depression, panicD, 

GAD, social anxiety

• duloxetine (Cymbalta) – depression, GAD, diabetic 

peripheral neuropathic pain

• desvenlafaxine (Pristiq)



LINDA’S PICK - DULOXETINE (CYMBALTA)

• Has FDA indication for neuropathic pain (irrespective of antidepressant 

use)

• Avoid in renal impairment 

• Avoid in liver impairment – e.g. patients with hx of alcohol abuse



DOUBLE CHECK DOSING!

• Geriatrics

• Renal

• Hepatic

• Is it lower or is it contraindicated?? (think duloxetine, TCAs)



DON’T BE THAT NURSE PRACTITIONER

• Case - The patient is taking escitalopram prn when 

he feels depressed and anxious 

• And taking alprazolam (Xanax) every day



LINDA’S PICK - MIRTAZAPINE (REMERON)

Start 7.5mg or 15mg q HS – comes in ODT form



MIRTAZAPINE (REMERON)

• Improves sleep

• Improves appetite

• Improves nausea

• Not good if concerned 

• with weight gain 



NORADRENERGIC AND SPECIFIC 
SEROTONERGIC ANTIDEPRESSANT [NASSA])

• mirtazapine (Remeron)



LINDA’S PICK - BUPROPION (WELLBUTRIN)

• Stimulating  - can be used in small doses in am, 

• 37.5mg, 75mg

• Seizure and eating disorder contraindication

• Does not have sexual side effects

• Can be helpful in smoking cessation

• May increase anxiety

• Has a street value - Barneys



LINDA’S PICK - TRAZODONE (DESYREL)

• For insomnia  - 25mg, 50mg

• Instead of Z drugs

• Instead of benzodiazepines

• Instead of diphenhydramine

• Instead of TCAs

• Instead of quetiapine



MEDICAL CONDITIONS AND ANTIDEPRESSANTS

• Cardiac disease

• Seizure disorders and head injuries

• Cancer

• Neuropathic Pain



GENERAL TIPS

• Patient preference

• Cost

• Titrate for best tolerability (but don’t take forever)

• Taper to avoid withdrawal effect (worse with paroxetine and 

venlafaxine)

• Set expectations at onset (adequate trial, length of time on med)



CASE STUDY

• Mr. M is a 75 yo male with DMII, neuropathy, HTN

• Rx sertraline 150mg for several months.  

• PHQ 22  decreased to 16

• CMP and CBC are normal. BMI 24



TREATMENT

• Taper down sertraline and start trial of duloxetine DR

• Start 30mg daily

• See back in one month

• Increase to 60mg daily



CASE STUDY

• Ms. J is a 60 year old female with a diagnosis of 

breast cancer. She is undergoing chemotherapy and 

feels irritable and has poor concentration. She has 

difficulty falling asleep and has a very poor appetite. 

Food does not taste as good as it used to. 



RECOMMENDED TREATMENT

• Start mirtazapine 15mg q HS 

• Supportive Therapy or support group



CASE STUDY

• Mr T is a 66-year-old male with a past history of three 

previous ischemic strokes, history of MI, and CAD. He is 

aphasic. He has limited family support. His PHQ-9 score is 22. 



RECOMMENDED TREATMENT

• Sertaline safest with cardiac patients

• SSRI safe in ischemic stroke, would avoid in recent 

hemorrhagic stroke

• If normal Na and EKG with no QTc prolongation

• Start sertraline 25mg po daily times 5 days then increase to 

50mg daily

• Suicide Assessment – Is he safe?



CASE STUDY

• Mr L is 60 years old with HTN. He has a history of depression 

10 years ago in the context of a divorce. He has been 

sleeping poorly with many worries. He has lost 50 pounds in 

the last six months. His daughter is concerned that he may 

be depressed again. 



COMPLETE H&P AND 
MEDICAL WORK UP



CASE

• Your patient is a 40 year old female

• HTN

• Weight gain 30 pounds

• HgbA1C 7.5

• Late refills on antihypertensives

• Neuropathic pain



PHQ score is 20

Duloxetine good choice given neuropathy

Renal function is normal

Duloxetine DR

30mg daily x one week then increase to 60mg 

daily
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Onset of Major Depression Associated With Acute 

Coronary Syndromes Relationship of Onset, Major 

Depressive Disorder History, and Episode Severity to 

Sertraline Benefit

Alexander H. Glassman, MD; J. Thomas Bigger, MD; Michael 

Gaffney, PhD; et al Peter A. Shapiro, MD; J. Robert Swenson, 

MD

Arch Gen Psychiatry. 2006;63(3):283-288. 

doi:10.1001/archpsyc.63.3.283 

https://jamanetwork.com/searchresults?author=Alexander+H.+Glassman&q=Alexander+H.+Glassman
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https://jamanetwork.com/searchresults?author=Peter+A.+Shapiro&q=Peter+A.+Shapiro
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