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Learning Objectives

• Discuss the inclusion of a mixed major depressive disorder (MDD) 
specifier to the DSM-5 and its clinical implications

• Review challenges related to the identification and treatment of MDD 
patients with both comorbid substance use disorder (SUD) and patients 
with mixed MDD

• Evaluate current strategies for the pharmacotherapeutic treatment of 
comorbid and mixed MDD, as well as agents under investigation for 
these co-occurring disorders

• Integrate personalized treatment plans that effectively address co-
occurring disorders into real-world clinical practice



Dan’s Story
• 45-year-old white male presented to new PCP with 2 months of 

worsening depression: mood worse in AM, middle and terminal 
insomnia, decreased appetite with weight loss, anxiety, “crawling 
out of skin” in the morning, occasional passive suicidal ideation

• Identifies cause of depressive episode as his partner of 5 years 
leaving him; His explanation, “She said I was too moody for her to 
handle”

• Reports prior episodes of significant depression at age 19, 25, 32, 
and 38. One prior antidepressant treatment (SSRI); discontinued 
after 2 weeks due to sexual dysfunction. Episodes spontaneously 
resolved

PCP = primary care physician; SSRI = selective serotonin reuptake inhibitor.



Dan’s Story (cont’d)

• Medical History: Elevated LFT due to HCV, genotype 1a without 
cirrhosis, hepatitis B negative, starting glecaprevir (300 
mg)/pibrentasvir (120 mg) qd

• Denies other psychiatric or substance use diagnoses

• Works construction; plays drums in popular local rock band

HCV = hepatitis C virus; LFT = liver function test.



Dan’s Treatment: Part I
• Given severity of his symptoms and fear that “the hepatitis treatment 

might make me feel worse,” he agrees to start an SNRI. “I feel too 
depressed to find a new girl anyway”

• 4 weeks later: No improvement in depressive symptoms. PCP tells 
him, “the antidepressants take a while to work” and to “hang in there”; 
Patient tolerating HCV treatment

• 8 weeks later: Responded to treatment. LFT improved, AST remains 
elevated

• 10 weeks later: PCP office gets call from Dan’s new girlfriend, “I’m 
worried about him, he’s taking his medicine, but he’s getting worse”

AST = aspartate aminotransferase; SNRI = serotonin–norepinephrine reuptake inhibitor.



Dan Comes to Clinic

HOW DOES THE CLINICIAN PROCEED?



Depression with Substance Use Disorders
• 40% of patients with lifetime MDD meet criteria for an alcohol use disorder; more 

than 2× the rate in those without MDD. Similarly, among those with a past-year 
SUD, 19.7% had at least 1 comorbid mood disorder during the same 12-month 
period

• Comorbid SUDs have been repeatedly shown to worsen disease course, 
symptom severity, and clinical outcomes in patients with both MDD and bipolar 
disorder

• Antidepressant medication exerts a modest beneficial effect for patients with 
combined depressive and SUDs. Monotherapy with an antidepressant has not 
consistently demonstrated any benefit for the comorbid substance use

• Antidepressant medications are not a stand-alone treatment, and concurrent 
therapy directly targeting the addiction is also indicated

• Buprenorphine (partial opioid agonist) with SSRI for opioid use disorder has 
some efficacy, but recent work shows no added benefit from escitalopram

MDD = major depressive disorder. 
Tolliver BK, et al. Dialogues Clin Neurosci. 2015;17(2):181-190. Nunes EV, et al. JAMA. 2004;291(15):1887-1896. Pettinati HM, et al. Am J 
Psychiatry. 2010;167(6):668-675. Stein MD, et al. J Subst Abuse Treat. 2010;39(2):157-166.



Treatment Resistance Increases Risk that Patients with 
Depression will Develop Substance Use Disorders
• Nation-wide governmental health registers in Sweden. All patients aged 18–69 

years with an MDD diagnosis in specialized health care who received at least 1 
antidepressant prescription during 2006–2014 were identified

• Patients with at least 3 treatment trials within a single depressive episode were 
classified with TRD. Of 121,669 patients with MDD, 13% were classified with TRD

• Patients with TRD were compared with the whole MDD cohort 

• Patients with TRD without a history of SUD had an increased risk for any SUD 
both ≤ 1 and > 1 year after antidepressant initiation [> 1-year HR = 1.4; 95% CI = 
1.3–1.5]

• Patients with a history of SUD had a risk increase for any SUD ≤ 1 year after 
start of treatment (HR = 1.2, 95% CI = 1.1–1.4), and both ≤ 1 year and > 1 year 
for sedative (> 1 year HR = 2.0, 95% CI = 1.3–3.0) and multiple substance SUD 
(HR = 1.9, 95% CI = 1.4–2.5) 

TRD = treatment-resistant depression.
Brenner P, et al. Addiction. 2019;114(7):1274-1282. 



General Recommendations for Treating Comorbid 
Major Depressive Disorder and Substance Use Disorder

• The “golden rule” is that treatment needs to address both 
conditions. One caveat is if clinical history strongly suggests that 
MDD symptoms only develop during periods of active SUD, initial 
treatment might target the SUD and observe for spontaneous 
resolution of depressive symptoms with recovery from the active 
SUD

• However, for most patients, optimal treatment is interdisciplinary 
and team-based, and often requires pharmacologic interventions 
for both disorders. Treatment of comorbid patients is also 
optimized by combination of pharmacologic and 
psychotherapeutic approaches, as well as ancillary educational 
and support structures

Kelly TM, et al. Soc Work Public Health. 2013;28(3-4):388-406. 
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First Drink and Heavy Drinking 

Sertraline + Naltrexone for
Patients with Depression and Alcohol Use Disorder

HAM-D = Hamilton Rating Scale for Depression.
Pettinati HM, et al. Am J Psychiatry. 2010;167(6):668-675.
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Dan’s Story: A Happy Ending

• Based on consultation, switched from SNRI to SER+NAL
• Did well initially

– Improved mood
– Reduced binge drinking

AA = Alcoholics Anonymous.



But Then …

• Involving new girlfriend helps Dan acknowledge his problematic 
drinking. Simultaneously, patient attends a church service with 
her, is “saved” and determines to obtain abstinence

• Undergoes inpatient detoxification and begins regularly attending 
AA

• Achieves sobriety, discontinues his antidepressant “as part of his 
commitment to AA”

• Depressive symptoms resolve; patient shows sustained viral 
response to HCV treatment



An Epidemic of SUDs—
and Deaths

BZD = benzodiazepine; SUD = substance use disorder.
Amid the opioid crisis, a different drug comes roaring back. The Economist. March 9, 2019. 
Lembke A, et al. N Engl J Med. 2018;378(8):693-695. National Institute on Drug Abuse. 
www.drugabuse.gov/related-topics/trends-statistics/overdose-death-rates. Accessed 
September 26, 2019.

US Deaths from BZD Overdose

US Deaths from 
Methamphetamine Overdose

As the impact of 
prescription 
opioids fade, 
illicit-synthetic 
opioids have 

shown 
exponential 
growth, and 

polysubstance 
abuse 

predominates
(including EtOH) 

Of the 4.2 million who misused Rx 
opioids (2012–2014), over one-half 
were binge drinkers.

Esser MB, et al. Am J Prev Med. 
2019;57(2):197-208. 



Oral vs Injectable Naltrexone

Advantages of depot naltrexone 
preparations compared with oral naltrexone

• Efficacy is not compromised since there are not 
significant fluctuations in plasma levels causing 
low trough levels

• Adverse events, particularly nausea, are not 
increased by high peak levels that would result 
from the plasma level fluctuations

• Since injections are spaced 4 weeks apart, 
problems with adherence are minimized

• The simplicity of supervision and administration 
might make the depot formulations suitable for 
forensic settings

• Patients who will be in situations where oral 
naltrexone is unavailable can receive treatment

Disadvantages of depot naltrexone 
preparations compared with oral naltrexone

• An apparent gender disparity in efficacy (with 
men receiving the greater benefit) requires 
further exploration

• Certain adverse events, such as erythema, 
induration, and injection site reactions, are 
unique to the depot formulations

• Depot naltrexone is contraindicated in patients 
receiving opioid analgesics

• More health care providers must be involved to 
ensure proper administration

• Depot formulations could be cost prohibitive for 
many patients

• Delivery of psychosocial support might be 
needed more often than the monthly injections

Johnson BA. Ther Clin Risk Manag. 2007;3(5):741-749.



“Our patients reach for their pill 
bottles, unscrew their caps, 
and reap the benefits of our 
medications almost purely 
because of the power of their 
bond with us.”

—C. Everett Koop, MD



Shea SC. Improving Medication Adherence: How to Talk with Patients About Their Medications. Philadelphia, PA: Lippincott; 2006:16.

“Resistance is not so much a 
behavior that one person does, as it is 
an experience that two people share.”

—Shawn Shea, MD



Rates of Nonadherence by Psychiatric Diagnosis

*There is little available information in the literature regarding medication adherence in patients with anxiety disorders.
Vergouwen AC, et al. J Clin Psychiatry. 2003;64(12):1415-1420. Scott J, et al. J Clin Psychiatry. 2002;63(5):384-390. Cochran SD. J Consult Clin
Psychol. 1984;52(5):873-878. Lacro JP, et al. J Clin Psychiatry. 2002;63(10):892-909. Stein MB, et al. Psychiatr Serv. 2006;57(5):673-680.
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Where are the drop-offs in antidepressant adherence?

• Improved adherence in month 1
– Take the medicine daily
– May take 2 to 4 weeks to see 

effect
– Continue Rx once better
– Don’t stop without calling first
– Instructions on resolving 

questions
– Query about prior experience
– Scheduling pleasant activities

Lin EH, et al. Med Care. 1995;33(1):67-74.

Primary Care Patients on Antidepressants
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Nonadherence: Do we know it when we see it?

• 429 patients with bipolar disorder
• 131 psychiatrists
• Nonadherence defined as missing 1 dose in past 10 days

• 34% of patients nonadherent
• 6% of patients rated as nonadherent by their psychiatrist

Baldessarini RJ, et al. Hum Psychopharmacol. 2008;23(2):95-105.



Limitations to Assessing for Adherence

• Time and effort are required to gather information

• Assessment may not garner complete information

• Accurate information does not guarantee desired change

• An attempt to strengthen the therapeutic alliance may “backfire”
• If clinician hones in on adherence without focusing on 

patient-directed outcomes
• If clinician doesn’t respond (or responds negatively) to new 

information about nonadherence

Velligan DI, et al. J Clin Psychiatry. 2009;70 Suppl 4:1-48. 



Increasing Adherence for Psychotropics

• Primary care physician communication associated with adherence

• How to take the medication
• Short-term, long-term expected effects of the medication
• How the medication is thought to work
• Non-controlled medications are not “addictive”

Brown C, et al. Med Care. 2005;43(12):1203-1207.



Dan’s Epilogue

• 15 months following last visit: Rapid onset of a new depressive 
episode and returns to PCP

• Abstinence from EtOH confirmed
• Despite believing “he has the strength to white knuckle” the 

depression, he agrees to restart an SSRI
• Stops SSRI after a week stating it is making him feel worse and 

impairing his sexual activity



Dan Returns, and The Plot Thickens



What Mixed Depression Looks Like
• A multiregional, placebo-controlled trial involving 

211 patients with MDD with mixed features

• Patients with 2 or 3 DSM-5 criteria defined 
manic symptoms were eligible for the study 

• At study baseline, increased talkativeness 
(pressure to keep talking) and flight of ideas 
(racing thoughts) were endorsed by 
approximately 65% of patients and a decreased 
need for sleep was endorsed by 40% of patients

• Approximately 60% of patients also endorsed 
irritability and distractibility at baseline although 
these symptoms are not generally counted as 
part of the “mixed” depression diagnosis as they 
may overlap with criteria for MDD

Targum SD, et al. Prog Neuropsychopharmacol Biol Psychiatry. 2016;68:9-14. 



The Gordian Knot

Gordian knot is a proverbial term for a problem solvable 
only by bold action (Preceded by bold thought??)



The Man Who Launched a Thousand Ships in 
Modern Psychiatry



Mood State at Presentation across the Life Cycle
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Melancholia Mixed Mania

N=889.
Kraepelin E. Manic-Depressive Insanity and Paranoia. Edinburgh: ES Livingstone; 1921:169.



Complexity of Bipolar Disorder Treatment

i = bipolar I disorder; ii = bipolar II disorder; iii = subsyndromal bipolar symptoms; iv = mixed states; v = rapid cycling; red = hypo/mania; 
blue = depression; green = euthymia. 
Malhi GS, et al. Bipolar Disord. 2012;14 Suppl 2:66-89.

The Core Patterns of Bipolar Disorder

OK – what’s missing here?

Look carefully! There are multiple types of 
episodes not depicted

Can you find them?!



Kraepelin Rescues Us – Again …

Kraepelin E. Manic-Depressive Insanity and Paranoia. Edinburgh: ES Livingstone; 1921:169.

Subtypes of Bipolar Disorder as described by him …
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Complexity of Mood Disorder Treatment
Determining the Phase of Illness

i = bipolar I disorder; ii = bipolar II disorder; iii = subsyndromal bipolar symptoms; iv = mixed states; v = rapid cycling; red = hypo⁄mania; 
blue = depression; green = euthymia. 
Malhi GS, et al. Bipolar Disord. 2012;14 Suppl 2:66-89.

The Core Patterns of Bipolar Disorder



“All Mixed Up”
The Various Clinical Presentations of Mood Disorders

BD-I = bipolar I disorder; BD-II = bipolar II disorder.

Depression

Manic Symptoms

BD-I 
(mixed mania)

BD-II 
(mixed 

hypomania)

MDD with 
mixed 

features
(subsyndromal 

hypomania)

MDD
(nonmixed)

Bipolar Spectrum



DSM-5 Bipolar Mixed States

Hu J, et al. Prim Care Companion CNS Disord. 2014;16(2).



Depressive Episode with Mixed Features

• Elevated, expansive mood
• More talkative or pressured 

speech
• Increased or excessive 

involvement in activities that 
have high potential for painful 
consequences

• Inflated self-esteem or 
grandiosity

• Flight of ideas or racing 
thoughts

• Decreased need for sleep

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition. Arlington, VA: American 
Psychiatric Association Publishing; 2013. 

Full criteria for a depressive episode + at least 3 of the following 
manic/hypomanic symptoms present during the majority of the days 

of current depressive episode
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Just how different are major depressive disorder 
and bipolar disorder?

Cassano GB, et al. Am J Psychiatry. 2004;161(7):1264-1269.

Total Scores on Depressive and Manic Components



The Importance of Subsyndromal Residual 
Symptoms in the Course of Treatment 

A Shakespearean Tragedy in 4 Acts



Low Antidepressant Response in Mixed Depression

NNT = number needed to treat.
Papakostas GI, et al. J Clin Psychiatry. 2015;76(4):456-466.

NNT for Remission of MDD following 8 Weeks of Monotherapy with 
an SSRI vs Placebo for Various Populations
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Here’s a Deep Learning Point for Us

The “Spectrum” of Mood Disorders 
is Much, Much Larger, Wider, and 
Damaging than Originally Thought



Progression to Bipolar Disorder from 
Major Depressive Disorder with Subthreshold Hypomania

N=550 individuals followed for > 1 year (mean follow-up, 17.5 years) after a diagnosis of major depression at intake.
Fiedorowicz JG, et al. Am J Psychiatry. 2011;168(1):40-48. 
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19.6% of patients converted to bipolar disorder during follow-up



Treatment Considerations



FDA-Approved Medications for Treatment of 
Bipolar Disorder and TRD in Adults 

*With lithium or valproate (or divalproex); **In combination with fluoxetine; ***Adjunct treatment for MDD. ER/XR = extended-release.
US Food and Drug Administration. Drugs@FDA: FDA Approved Drug Products. www.accessdata.fda.gov/scripts/cder/daf/.

Therapy Adjunctive Rx 
for MDD Bipolar Depression Mixed Mania Bipolar Mania Combination Therapy Maintenance Therapy

(MDD/BD)

Lithium ✓ ✓
Lamotrigine ✓
Carbamazepine ✓ ✓
Divalproex ER ✓ ✓
Aripiprazole ✓*** ✓ ✓ ✓* ✓
Olanzapine ✓** ✓**   ✓ ✓ ✓* ✓
Quetiapine ✓ ✓ ✓* ✓*
Quetiapine XR ✓*** ✓ ✓ ✓ ✓* ✓*
Risperidone ✓ ✓ ✓*
Ziprasidone ✓ ✓
Asenapine ✓ ✓ ✓
Lurasidone ✓ ✓
Cariprazine ✓ ✓ ✓
Brexpiprazole* ✓***
Chlorpromazine ✓



Lurasidone for the Treatment of 
Major Depressive Disorder with Mixed Features

*P˂.05, **P˂.01, ***P˂.001. Baseline mean MADRS: Placebo = 33.3, Lurasidone = 33.2.
Suppes T, et al. Am J Psychiatry. 2016;173(4):400-407.
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Guidelines for the Treatment 
of MDD with Mixed Features

McIntyre RS, et al. J Clin Psychiatry. 2017;78(6):703-713. McIntyre R. Your 
Patient Has Mixed Features. Now What? Psychiatric News. November 2, 2017. 
https://psychnews.psychiatryonline.org/doi/full/10.1176/appi.pn.2017.pp11a1. 
Accessed October 2, 2019.



Dan’s Story—Where We Are Now



Conclusions
• DSM-5 mixed mood qualifier has significantly expanded previous 

diagnostic categories

• Mixed mood states are very common and commonly missed

• Subsyndromal mixed symptoms are common in all phases of 
treatment and represent a recurrence risk

• There is significant association between mixed mood states and 
morbidity, suicide risk, comorbid substance use, and personality 
disorders

• Appropriate treatments for mixed mood states (especially major 
depressive episode with mixed mood in MDD) are currently a 
focus of research and clinical attention



Q&A


