
Major Depressive Disorder (MDD)

MDD is a growing global health and economic burden that may lead 
to impaired functioning and diminished quality of life.1-3

2nd most common disability in the United States9 and 3rd most common disability worldwide as of 2017.10

The COVID-19 pandemic has exacerbated many of the known risk factors for MDD7,8 and 
has been associated with a 3X increase in reports of depressive symptoms from 2020 
compared with 2018.8

Stigma May Be a Barrier to Diagnosis and Care

of adult participants in a national survey 
were estimated to have experienced 
MDD at some point in their lives.6,‡

US adults aged ≥18 years 
experienced a major depressive 
episode* in 2020.5,†

*MDE is a primary component of MDD, but di	ers from MDD in that MDD cannot be better explained by a psychiatric disorder and there has never been a manic or hypomanic episode.4 †NSDUH 2020 prevalence estimates based on sample size of N = 29,950.5 ‡Report of 2012-2013 National Epidemiologic Survey on Alcohol 
and Related Conditions III (N= 36,309).6 §Meta-analysis of 25 data sets reporting long-term morbidity of patients with MDD or BD.11 ||Retrospective analysis of information from the 1999 NHIS questionnaire (N = 28,439).12 

BD = bipolar disorder; COVID-19 = coronavirus disease 2019; NESARC-III = National Epidemiologic Survey on Alcohol and Related Conditions-III; NHIS = National Health Interview Survey; NSDUH = National Survey of Drug Use and Health; SOC = standard-of-care. 
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Patients with MDD treated by current 
pharmacotherapy and/or psychotherapy 
have been reported experiencing depressive 
symptoms an average of 46% of the time 
during long-term follow-up.11,§

The stigma surrounding 
mental health disorders 
may prevent or delay 
people with MDD from 
seeking help.27,28

Social and cultural 
factors may stand in the 
way of people starting 
treatment once they 
have been diagnosed with 
depression.27

In the United States, 
patients with MDD are 
often untreated or 
undertreated.29,30

Untreated depression has been associated with poor adherence to medication across a 
range of chronic diseases,13,14 which can lead to worse outcomes, increased number 

of medical visits and hospitalizations, and even death.26

60% higher mortality rates and earlier 
loss of life by an average of 8 years have 
been reported for patients with anxiety or 
depression compared with those who do 
not have anxiety or depression.12, ||

Depression is a Main Contributor to Disability Linked With Higher Morbidity and Mortality9-12

Uncontrolled Depression May Increase the Risk of Developing and/or Worsening 
Some Comorbid Conditions13-25 and May Jeopardize Chronic Disease Management15,16

MILLION

MDD is characterized by a period of depressive symptoms lasting ≥2 weeks 
and is associated with negative changes in a�ect and impaired function.4

MDD is a highly prevalent mental health concern
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Depression is hypothesized to result from a dysregulation of 
interconnected brain networks, which gives rise to the core 
symptoms and heterogeneous clinical presentation of MDD.1-3
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*MDE is a primary component of MDD, but di	ers from MDD in that MDD cannot be better explained by a psychiatric disorder and there has never been a manic or hypomanic episode.4

GABA = gamma-aminobutyric acid; MDD = major depressive disorder. 
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Disruptions in this balance have been linked to depression.2,18,19

• GABA: primary inhibitory neurotransmitter.13-16

• Glutamate: primary excitatory neurotransmitter.15

• Monoamines (e.g. serotonin and norepinephrine): 
play a role in modulatory signaling.14,16

The GABA-glutamate balance is critical to 
brain network function and regulates and is 
regulated by monoaminergic pathways.16,17
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MDD Has a Heterogeneous Presentation4

Multiple signaling pathways are hyphothesized to contribute to depression, 
including GABAergic, glutamatergic, and monoaminergic signaling pathways.8-10

Genetic, environmental, and/or psychosocial factors
may lead to the biological features of depression.1,3-8
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Neural signaling pathways, or brain networks, regulate critical brain functions, 
including mood, stress, behavior, and cognition via neurotransmitters.1,2,11,12

Major Depressive Disorder (MDD)



Unmet Needs in Major 
Depressive Disorder (MDD)

Shorter MDE duration and earlier 
treatment response have been 

associated with positive symptomatic 
and functional outcomes.4

Longer MDE duration has been associated with 
poorer short-and long-term outcomes.4

Delays in resolution of depressive symptoms have been associated with poorer 
symptomatic and functional outcomes, decreased quality of life, and continued 

impairment due to residual symptoms.3,4

Early (2 weeks) improvement in HAMD-17, 
CGI-I, and/or CGI-S scores from baseline have 
been shown to be predictive of improvements 
in multiple aspects of functioning and quality 

of life.7,8,||

Patients ≥60 years old who have longer MDE duration 
may be up to 50% less likely to respond to treatment.5,‡

Patients who take longer to achieve remission (>6 weeks) 
may require up to a year to regain average normal 

functioning.6,§

greater chance of achieving a good outcome 
at 12 months in patients with MDD who 

responded to treatment within 6 weeks of 
initiating ADT compared with those who did not 

respond within 6 weeks of initiating ADT.6,§

4~ X
Longer time to remission# (episodes lasting ≥4 weeks 

or ≥6 weeks) has been associated with increased risk for 
residual symptoms, including sad mood, anxiety, sleep 

disturbances, and fatigue or loss of energy.9,10

Patients with residual symptoms may have a
higher risk of relapse.10,11

people worldwide 
experienced MDD in 2020.1,* 

of adults with MDD used mental health 
services in high-income countries.2,†

of adults with MDD received minimally adequate 
treatment in high-income countries.2,†

~3% to 23%
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*Systematic review of data reporting prevalence of MDD across 204 countries between January 1, 2020 and January 29, 2021.1 †Systematic review of data on treatment gaps for MDD across 84 countries between January 1, 2000 and November 26, 2021; statistics shown represent high-income countries only. Minimally adequate treatment was 
determined according to evidence-based guidelines and categorized as “stringent” or “non-stringent.” Stringent minimally adequate treatment was defined as ≥8 visits for psychotherapy or ≥4 visits and ≤30 days of pharmacotherapy or its nearest equivalent. Non-stringent minimally adequate treatment required fewer visits and days of medication 
use than stringent minimally adequate treatment.2 ‡Study involved patients aged ≥60 years who received an SNRI (N = 453); response was assessed by MADRS score.5 §Prospective, longitudinal, multicenter study of adult outpatients with MDD (N = 930), in which response was defined as 50% improvement in HAMD-17 total score from baseline; 
remission was defined as a HAMD-17 total score of ≤7; and good outcome was defined as achieving remission in ≤6 months and maintaining remission through 12 months.6 ||Secondary analysis of a double-blind, placebo-controlled trial of standard-of-care ADTs for 12 weeks (n = 310); functioning and quality of life domains were assessed by HAMD-17, 
MADRS, SDS, and WPAI.7 #Remission defined as a HAMD-17 score of ≤7.9,11

ADT = antidepressant therapy; CGI-I=Clinical Global Impression-Improvement; CGI-S=Clinical Global Impressions-Severity; HAMD-17 = 17-item Hamilton Rating Scale for Depression; MADRS = Montgomery–Åsberg Depression Rating Scale; MDE = major depressive episode; SDS = Sheehan Disability Scale; SNRI = serotonin-norepinephrine reuptake inhibitor; 
SOFAS = Social and Occupational Functioning Assessment Scale; WPAI = Work Productivity and Activity Impairment Questionnaire.
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Unmet Needs in Major 
Depressive Disorder (MDD)

Mental Health in Subpopulations During the COVID-19 Pandemic
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AEs associated with ADTs may negatively impact a patient’s quality of life and compromise 
adherence to treatment.8 Common side e¢ects of selective serotonin reuptake inhibitor 
(SSRI) antidepressants frequently persist well past the initial treatment period.5,9 

Mental Health in Subpopulations During the COVID-19 Pandemic
~2/3 of patients may not achieve an adequate response to a 
first-line antidepressant after 12 to 14 weeks of treatment in 
the largest prospective clinical trial of MDD ever conducted.1,2,*

~30% ~90%of patients (N = 2876) achieved 
remission after first-line treatment 
and required ~7 weeks to do so.10,†

of remitted patients (N = 943) had 
at least mild or moderate residual 
symptoms despite ongoing treatment 
with a currently available ADT.5,‡

In the STAR*D Study

Altering ADT treatment regimens can come 
with many concerns, including withdrawal 
symptoms, relapses, and symptom exacerbation, 
and therefore should be performed under
careful observation and caution.11

Social and cultural factors may prevent people 
from starting or continuing treatment.3

Standard-of-care ADT options may have several limitations and challenges, including prolonged 
time to remission (~6 to 8 weeks), residual symptoms, nonadherence, and side e¤ects.1,4-7

Because of the considerable proportion of patients who may not respond adequately to initial therapy, it is not uncommon 
for practitioners to increase or alter ADT doses, switch between classes of ADTs, or combine classes of ADTs.11-13

~60% of patients discontinued their first ADT, with 
a median time to discontinuation of <3 months.13,§

The latency of response to current ADTs may 
lead to low adherence by patients.4

*Data from the STAR*D Study, during which people with MDD (N = 3671) received ADTs through 4 lines of therapy or until they achieved remission or adequate benefit as assessed by a clinician’s judgement; remission measured by QIDS-SR16 total score ≤5.1 †Post hoc assessment of response and remission among outpatients with MDD from the 
STAR*D Study (N = 2876).9 ‡Post hoc assessment of residual symptoms among remitters from the STAR*D Study (N = 943).4 §Retrospective analysis of patients with MDD determined by the Truven Health MarketScan US claims database (N = 218,933).12

ADT = antidepressant therapy; AE = adverse event; GI = gastrointestinal; QIDS-SR16 = 16-item Quick Inventory of Depressive Symptomology-Self; STAR*D = Sequenced Treatment Alternatives to Relieve Depression.
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