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Consideration of laboratory tests should be greater if:

•	 the medical review of systems detects symptoms that are rarely encountered in mood or anxiety 
disorders,

•	 the patient is older,

•	 the first major depressive episode occurs after the age of 40, or

•	 the depression does not respond fully to routine treatment. 

Medication history and substance abuse/dependence

Determine medication history and substance abuse/dependence:

•	 Medications such as steroids, interferon, alpha-methyldopa, isotretinoin, varenicline and hormonal 
therapy may be associated with major depression. 

•	 Use of alcohol and hypnotics might mimic and/or induce depression, and comorbidity is common 
(Davis, 2006 [A]).

•	 Withdrawal from cocaine, anxiolytics and amphetamines may mimic depression. 

•	 Idiosyncratic reactions to other medications can occur and if possible, a medication should be stopped 
or changed if depression develops after beginning its use.  If symptoms persist after stopping or 
changing medication, reevaluate for a primary mood or anxiety disorder.

Anxiety or somatoform disorder

Presentations particularly suggestive of an anxiety or somatoform disorder include medically unexplained 
symptoms such as:

•	 Cardiac (chest pain, atypical chest pain, palpitations, shortness of breath, hyperventilation)

•	 Gastrointestinal (epigastric distress chronic nausea, bloating vomiting)

•	 Neurologic (headache, dizziness, paresthesias) pseudoseizures, paralysis, aphonia, blindness

•	 Panic attacks

The text revision of the fourth edition of DSM-IV (DSM-IV-TR) includes five specific somatoform disorders: 
somatization disorder, conversion disorder, hypochondriasis, body dysmorphic disorder, and pain disorder. 
Refer to the DSM-IV-TR for a full description of each somatoform disorder.

Adjustment disorder

Adjustment disorder is the development of emotional or behavioral symptoms in response to an identifiable 
stressor occurring within three months of the onset of the stressor and lasts less than six months after the 
termination of the stressor.  These symptoms or behaviors are in excess of what would be expected from 
exposure to the stressor, and they cause significant impairment in social and occupational functioning.  In 
adjustment disorder with depressed mood, predominant manifestation of symptoms such as depressed mood, 
feelings of hopelessness and tearfulness are exhibited.  Treatment of adjustment disorder falls out of the 
scope of this guideline.

Bipolar disorder

Some patients presenting with a major depressive episode have bipolar disorder, for which effective treatment 
may differ significantly from other depressed patients.  For many patients with bipolar affective disorder, 
the first presenting episode is depressive (Judd, 2002 [C]).  Bipolar disorder and major depression exhibit 
some subtle differences in presentation.  One study found that tension/edginess and fearfulness were more
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common in bipolar depression versus major depression in which patients exhibited symptoms of sadness, 
depressed behavior and cognitive, somatic, respiratory, genitourinary complaints (Perlis, 2006 [M]).  When 
assessing a patient, consider asking about manic or hypomanic episodes based on DSM-IV TR criteria:

•	 Has there been a distinct period of abnormally and persistently elevated, expansive or irritable mood  
lasting at least four days (hypomanic episode) or at least one week (manic episode)?

•	 During the period of mood disturbance, three (or more) of the DSM-IV TR symptoms have persisted 
(four if the mood is only irritable) and have been present to a significant degree.

1.	 Inflated self-esteem or grandiosity

2.	 Decreased need for sleep

3.	 More talkative than usual or pressure to keep talking

4.	 Flight of ideas or subjective experience that thoughts are racing 

5.	 Distractibility

6.	 Increase in goal-directed activity or psychomotor agitation

7.	 Excessive involvement in pleasurable activities that have a high potential for painful conse-
quences

An example of a tool for further assessment is the Mood Disorder Questionnaire (MDQ) (Hirschfeld, 2000 
[C]).  See ICSI's DIAMOND tools in the Resources Table for a copy.  Treatment for bipolar disorder falls 
out of the scope of this guideline.
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3.	 Is Patient Unsafe to Self or Others?
The estimate of the lifetime prevalence of suicide in those ever hospitalized for suicidality is 8.6%. The 
lifetime risk is 4% for affective disorder patients hospitalized without specification of suicidality (Bostwick, 
2000 [M]).

Assessing suicidal tendencies is a critical but often difficult process with a depressed patient. Consider 
asking and documenting the following progression of questions.

1.	 Do you feel that life is worth living?

2.	 Do you wish you were dead?

3.	 Have you thought about ending your life?

4.	 If yes, have you gone so far as to think about how you would do so?

5.	 Do you have access to a way to carry out your plan?

6.	 What keeps you from harming yourself?

Many patients will not answer #4 directly or will add, "But I'd never do it." Give them positive feedback 
(e.g., "I'm glad to hear that") but do not drop the subject until she/he has told you the specific methods 
considered (e.g., gun, medication overdose, motor vehicle accident).

It is important for a health care clinic to develop its own suicide protocol, taking into account the organiza-
tion's workflow and resources. A clear process for risk assessment, when to involve the on-call mental health 
provider, use of local or national hotlines, next steps, etc., should be determined by each individual clinic.
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A recommended resource for how to establish a clinic-based protocol to assess and minimize suicide risk 
is Bonner, L., et al. Suicide Risk Response: Enhancing Patient Safety Through Development of Effective 
Institutional Policies. Advances in Patient Safety: From Research to Implementation. Vol 3, February 2005 
http://www.ahrq.gov/qual/advances/.

See also Appendix D, "Example Suicidality Screening Flow."

Literature suggests that a past history of self-harm attempts, in combination with a history of well-developed 
suicide plans, place the patient at a greater eventual risk of completing a suicide attempt (Bostwick, 2000 [M]).

In a national clinical survey, suicides were found to be most frequent in the first two weeks following hospital 
discharge.  The highest suicide completion rate occurred on the first day post-discharge).  Additional suicide 
risk factors included patients being less likely to continue community care, more likely to have missed the 
last follow-up appointment, and more often out of contact with services at the time of suicide (Meehan, 
2006 [D]).

Circumstances such as clear past examples of a sense of competence to execute an attempt, a sense of courage 
to make the attempt, behaviors that ensure the availability of means and opportunity to complete, concrete 
preparations to enact the suicide plan, and a current episode of severe depression combine to pose a greater 
danger of eventual completed suicide.  The clinician should consider previous history of suicide attempts; 
chemical dependency; personality disorder and/or physical illness; family history of suicide; single status; 
recent loss by death, divorce or separation; insomnia; panic attacks and/or severe psychic anxiety; dimin-
ished concentration; anhedonia; hopelessness post-traumatic stress disorder (PTSD); or suicidal ideation 
(Claassen, 2007 [D]).

Patients with comorbid major depressive episode and PTSD are more likely to have attempted suicide. Women 
with both disorders were more likely than men with both disorders to attempt suicide (Oquendo, 2003 [D]).

In addition to the risk factors listed above, The Sequenced Treatment Alternatives to Relieve Depression 
(STAR*D) study found that previous suicide attempters had more concurrent general medical and psychiatric 
comorbidities, an earlier age of onset of the first depressive episode, as well as more depressive episodes.  
However, the study found no racial or ethnic distinctions between previous attempters and non-attempters 
once they controlled for age, gender and severity of depressive symptoms (Claassen, 2006 [D]).

In the Prevention of Suicide in Primary Care Elderly: Collaborative Trial (PROSPECT) study, suicidal 
ideation rates declined in patients receiving care based on treatment guidelines and use of a care manager 
(Bruce, 2004 [A]).

In the Improving Mood Providing Access to Collaborative Treatment (IMPACT) Study, 1,801 primary 
care patients were randomly assigned to collaborative care or usual care.  Intervention subjects had less 
suicidal ideation at six and twelve months, and there were no completed suicides for either group in 18 
months (Unutzer, 2006 [A]).  Another study found suicide attempt incidences highest in patients receiving 
medication from psychiatry (1,124 per 100,000 patients) versus primary care (301 per 100,000 patients) 
(Simon, 2007 [B]).
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5.	 Assess Need for Additional Resources: Substance Abuse or 
Psychiatric Comorbidity?
History of Substance Abuse
Alcoholism and major depressive disorder are distinct clinical entities and are not different expressions of 
the same underlying condition.  Within the general population, substance abuse prevalence ranges from 8% 
to 21% in people with major depression (Davis, 2006 [A]).
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The medical literature does not support definitive statements about the best way(s) to treat patients who are 
diagnosed with both major depression and substance abuse/dependence.  The majority of studies reviewed 
indicate that success in treating dependency on alcohol, cocaine and other abused substances is more likely 
if accompanying depression is addressed.  Fewer investigators have looked at whether treating substance 
abuse is helpful in reducing depression.  There is some evidence that patients with major depression that is 
secondary to their substance abuse may have remission of their depressed mood once the substance abuse 
is treated.  However, it is difficult to separate secondary depression from primary depression that predates 
or is separate from the substance use.

Studies to assess the efficacy of concurrent treatment of major depression and substance abuse are limited 
in  number and of variable quality.  Although results are not fully consistent, the preponderance of available 
evidence suggests that pharmacotherapy can be of benefit in treating both substance abuse and depression 
in patients who have both disorders.  Agents studied include amantadine (a dopamine agonist), desipramine 
(a tricyclic antidepressant) and fluoxetine (an SSRI).

(Charney, 2001 [C]; Mueller, 1994 [C]; Ziedonis, 1991 [A])

The algorithm reflects the uncertainty in this area.  At diamond #5 it splits into two possible paths.  If yes 
– a depressed patient is felt to be chemically dependent, and treatment of the substance abuse should be 
considered, either before or while treating the depression.  However, if no – or a depressed patient refuses 
treatment for substance abuse, has a medical comorbidity or is of a special population – it is appropriate to 
focus primarily on the depression – keeping the special circumstances in mind.  It is reasonable to attempt 
to treat the depression while continuing to assist the patient to work toward efforts to understand their 
special needs.

Evaluation and treatment for chemical dependency are beyond the scope of this guideline.  A referral may 
be appropriate.  For more information, see also the ICSI Healthy Lifestyles guideline.  

The CAGE-AID Screen

Current alcohol or other drug problems can be screened by asking a few questions that can be easily inte-
grated into a clinical interview.  The CAGE questions are sensitive and specific for diagnosing alcoholism. 
One positive response has a sensitivity of 85% and a specificity of 89%, and two positive responses has a 
specificity of 96% (Bush, 1987 [C]).  The CAGE-AID questionnaire broadens the CAGE to include other 
drug use. The work group reviewed the literature on instruments designed to screen for substance use disor-
ders.  Instruments that were reviewed included MAST, SMAST, SMAST-AID, AUDIT, AUDIT-C, CAGE 
and CAGE-AID.  Ease and time to administer, utility in heavy users, patients with abuse and patients with 
dependence; accuracy for current and historical use; and sensitivity and specificity were compared. The 
AUDIT accurately detects alcohol dependency in depressed/anxious men and women; however, the overall 
performance of the AUDIT in detecting alcohol abuse is limited (Boschloo, 2010 [C]).

Ultimately, there was work group consensus to choose a screening questionnaire that screens for both 
alcohol and drug abuse or dependence in depressed patients.  Therefore, the CAGE-AID with the reduced 
criterion score (one or more + responses is defined as a positive response) was recommended (sensitivity = 
.79; specificity = .77) as a routine screening tool for all depressed patients (Brown, 1995a [C]).

CAGE-AID Screen
Have you ever:

C felt you ought to cut down on your drinking (or drug use)?
A had people annoy you by criticizing your drinking (or drug use)?
G felt bad or guilty about your drinking (or drug use)?
E had a drink (or drug use) as an eye opener first thing in the morning to

steady your nerves or get rid of a hangover or to get the day started?

Reprinted with permission from the Wisconsin Medical Journal 1995;94(3):135-40.
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Each affirmative response earns one point.  One point indicates a possible problem.  Two points indicate a 
probable problem.

The CAGE-AID screen is short in length and easy to administer; however, other screening tools may also be 
useful.  It is important to screen for substance abuse using a validated tool, and which tool to use depends on 
the provider/system's preferences and needs.  See also Appendix H, "Alcohol Use Disorders Identification 
Test (AUDIT) Structured Interview."

Examples of Other Substance Abuse Screening Tools

Tool Description *Sensitivity/Specificity% 

AUDIT 10-item questionnaire – self-administered or 

clinical interview to assess for harmful use; 

cross-cultural validity 

Score of 12: 97/28 

DAST 28-item questionnaire – self-administered or 

clinical interview to detect drug problems; 

adapted from MAST 

Score of 6 or more: 96/79 

MAST 25-item questionnaire – self-administered or 

clinical interview to detect alcoholism 

Score of 5 or more: 95/98 

TWEAK 5-item questionnaire – clinical interview to 

detect high-risk use; adapted from CAGE 

Score of 2: 73/64 

*Note: Sensitivity/specificity can differ with regard to efficacy for specific subpopulations. 

Adaptation permission granted from projectcork.org 

Psychiatric Comorbidity
Be aware of ongoing mental illness diagnosis or other mental health illnesses and comorbidities.  Patients 
with a history of manic (bipolar) symptoms now presenting with major depression may be destabilized if 
treated only with antidepressant drugs.  While treating a patient for depression, if a manic or hypomanic 
episode occurs, change the diagnosis to bipolar affective disorder and treat accordingly (Judd, 2002 [C]). 
Behavioral health involvement is advised with these patients absent a prior history of successful primary 
care management.  Major depression may also be associated with other psychiatric problems including 
personality disorders, anxiety disorders, obsessive-compulsive disorders, eating disorders and substance 
abuse.  Patients with these conditions need specialty care services, and details of treatment are beyond the 
scope of this guideline.  See Annotation #6, "Involve Behavioral/Chemical Health."

See also Appendix A, "Other Mood and Anxiety Disorders."
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6.	 Involve Behavioral/Chemical Health
Involve same-day behavioral health for:

•	 suicidal thoughts and/or plans that make the clinician uncertain of the patient's safety,

•	 assaultive or homicidal thoughts and/or plans that make the clinician uncertain about the safety of 
the patient or others,

•	 recent loss of touch with reality (psychosis), and

•	 inability to care for self/family.

Involvement could include:

•	 appointment with psychiatrist and/or psychotherapist,
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•	 Structured frequent monitoring and follow-up with patient

•	 Nurse/care manager phone care and use of other modalities for patient follow-up

Cost-Effectiveness Impact of Collaborative Care Models 
In a Collaborative Care Model, the primary treatment for depression is provided by a multidisciplinary 
team.  Most studies have concluded that creating and implementing a collaborative care model will increase 
effectiveness – producing significant and sustained gains in "depression-free days" (Katon, 2005 [A]; Simon, 
2001a [M]; Simon, 2001b [M]).  The six-month and one-year studies show increased cost to the outpatient 
care system.  This is balanced by continuous accumulation of clinical and economic benefits over time. One 
of the factors is the decrease in the utilization of general medical services in patients with chronic medical 
comorbidities (Simon, 2008 [A]).  The two-year studies show mixed results possibly indicating a turning 
point (Dickinson, 2005 [A]), and the only longer-term study conducted was the IMPACT study.  This was a 
well-done study analyzing the costs of performing collaborative care for one year over a four-year period.  
The study illustrated a  cost savings of $3,363 per patient over the four-year period (Unützer, 2008 [A]).

Almost all the studies done on this aspect have compared enhanced/collaborative care with care as usual.  
Typically enhanced care has involved creating a list of depressed patients under treatment, having a care 
manager provide education, call or meet with patient periodically to ensure compliance with medications 
and/or psychotherapy, and to reliably ensure follow-up visits and measurement of outcomes.  Some have 
involved varying participation of physicians, behavioral health professionals and/or patients.

 (For more information, see Annotation #9, "Comprehensive Treatment Plan.")

Workplace Impact of Collaborative Care Models
These randomized controlled trials looked at cost of doing enhanced care and specifically tallied decreases 
of "absenteeism" and improved work performance (which means that employees are present and effectively 
achieving good work results, sometimes referred to as decreasing "presenteeism") (Wang, 2007 [A]; Schoen-
baum, 2001 [A]).  Some studies monetized the results and compared them to usual care.  The significance of 
these studies and this analysis is that in the U.S., depression costs employers $24 billion in lost productive 
work time (Stewart, 2003 [B]).

In two randomized controlled trials, employers received significant ROI (return on investment) from collab-
orative care treatment of depression by increasing productivity/decreasing absenteeism in the workplace. 
Increased productivity in one study ranged from 2.6 hours to 5.6 hours/week after one year. Studies going 
out to two years showed continued gains in year two (LoSasso, 2006 [A]; Rost, 2004 [A]). 

Several of the articles recommend consideration of coverage of collaborative care to ensure better patient 
outcomes and the ROI illustrated.
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 Major Depression in Adults in Primary Care
 Fourteenth Edition/May 2011

Resources
Criteria for Selecting Resources
The following resources were selected by the guideline work group as additional resources for providers 
and/or patients.  The following criteria were considered in selecting these resources.

•	 The site contains information specific to the topic of the guideline.

•	 The content is supported by evidence-based research.

•	 The content includes the source/author and contact information.

•	 The content clearly states revision dates or the date the information was published.

•	 The content is clear about potential biases, noting conflict of interest and/or disclaimers as 
appropriate.

Resources Available to ICSI Members Only
ICSI has a wide variety of knowledge resources that are only available to ICSI members (these are indicated 
with an asterisk in far left-hand column of the Resources Table).  In addition to the resources listed in the 
table, ICSI members have access to a broad range of materials including tool kits on CQI processes and 
Rapid Cycling that can be helpful.  To obtain copies of these or other Resources, go to http://www.icsi.org/
improvement_resources.  To access these materials on the Web site, you must be logged in as an ICSI member.

The resources in the table on the next page that are not reserved for ICSI members are available to the 
public free-of-charge.
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* Author/Organization Title/Description Audience Web Sites/Order Information

Comorbidities
American Cancer 
Society

Coping with physical and emotional 
changes.

Patients and 
Families

http://www.cancer.org/docroot/
MBC/content/MBC_4_1X_
Cancer_and_Depression.
asp?sitearea=MBC

National Comprehensive 
Cancer Network

An alliance of some of the world's 
leading cancer centers, dedicated to 
improving the quality and effective-
ness of care provided to patients 
with cancer. NCCN develops 
resources that present information 
to the numerous stakeholders in the 
health care delivery system.

Health Care 
Professionals

http://www.nccn.org/index.asp

Screening, Brief Inter-
vention and Referral to 
Treatment (SBIRT)

Provides an integrated, public health 
approach for early intervention and 
treatment services for persons with 
substance use disorders and those at 
risk.

Health Care 
Professionals

http://www.samhsa.gov/prevention/
SBIRT/index.aspx

Substance Abuse and 
Mental Health Services 
Administration

Information on programs and pub-
lications for improving the quality 
and availability of substance abuse 
prevention, alcohol and drug addic-
tion treatment, and mental health 
services.

Health Care 
Professionals

http://www.samhsa.gov/

Cultural Considerations
National Institute of 
Mental Health

A colored, easy-to-read brochure 
called "Stories of Depression/
Historias personales sobre la 
depresion," Spanish Version

Patients and 
Families

http://www.nimh.nih.gov
Publication No. 03-5122 del NIH
English version NIH Publication 
No. 05-5084

National Institute of 
Mental Health

Spanish resources. "Depression," a 
27-page booklet about depression, 
and treatment.

Patients and 
Families

http://www.nimh.nih.gov
NIH Publication No. NIH-04-3561 
(SP)

U.S. Dept of Health & 
Human Services, Office 
of Minority Health

Resources and information to 
improve and protect the health of 
racial and ethnic minority popula-
tions through the development of 
health policies and programs that 
will eliminate health disparities.

Patients and 
Families/
Health Care 
Professionals

http://minorityhealth.hhs.gov

Resources Table

* Available to ICSI members only.
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* Available to ICSI members only.
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* Author/Organization Title/Description Audience Web Sites/Order Information

Drug Interactions
Consortium on Breast 
Cancer 
Pharmacogenomics

Drug Interactions with Tamoxifen: 
A Guide for Breast Cancer Patients 
and Physicians

Patients and 
Families/
Health Care 
Professionals

http://medicine.iupui.edu/
clinpharm/COBRA/Tamoxifen%20
and%202D6v7.pdf

Epocrates Online 
Premium

Interactive tool for common drug
interactions. Includes information 
on severity and dosing 
recommendations.

Health Care 
Professionals

https://online.epocrates.com

Indiana University 
School of Medicine

CYTOCHROME P450 Drug 
Interaction Table

Health Care 
Professionals

http://medicine.iupui.edu/
clinpharm/ddis/

Medscape Drug interaction checker Health Care 
Professionals

http://www.medscape.com/
druginfo/druginterchecker

University of Maryland 
Medical Center

Interactive drug checker Health Care 
Professionals

http://www.umm.edu/adam/drug_
checker.htm

Electroconvulsive Therapy
American Academy of 
Family Physicians

Depression: Electroconvulsive 
Therapy Handout

Patients and 
Families/
Health Care 
Professionals

http://familydoctor.org/058.xml

American Psychiatric 
Association

Electroconvulsive Therapy
Handout

Patients and 
Families

http://ps.psychiatryonline.org/cgi/
content/full/52/9/1145
Psychiatry Serv 52:1145-1146, 
September 2001

General

American Psychiatric 
Association

Let's Talk about Depression
(8-page booklet)

Patients and 
Families

American Psychiatric Press, Inc.  
1-800-368-5777 #2351;
$22.00/50

American Psychiatric 
Association

Provides mental health news, 
online CME programs and 
legislation.  Links to MEDEM for 
patient information.

Patients and 
Families/
Health Care 
Professionals

http://www.psych.org

American Psychiatric 
Association/American 
Academy of Child and 
Adolescent Psychiatry

Provides parents of children and 
adolescents information about 
pediatric depression, treatment 
alternatives and the latest science 
and research findings.

Patients and 
Families/
Health Care 
Professionals

http://www.parentsmedguide.org

Channing Bete Hope and Help for Depression Self-
Care Handbook (31-page booklet)

Patients and 
Families

Channing Bete 
1-800-628-7733

David Burns, MD Feeling Good: The New Mood 
Therapy (book)

Patients and 
Families

Bookstores

http://medicine.iupui.edu/clinpharm/COBRA/Tamoxifen%20and%202D6v7.pdf
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* Available to ICSI members only.
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* Author/Organization Title/Description Audience Web Sites/Order Information

General (Continued)
David Burns, MD The Feeling Good Handbook (book) Patients and 

Families
Bookstores

* Family Health Services 
MN

Depression Tool Kit Components Health Care 
Professionals

http://www.icsi.org/improvement_
resources/knowledge_resources/
tools/depression_tool_kit_fhsm.
html

* Family Health Services 
MN

Depression STAR*D Summary Health Care 
Professionals

http://www.icsi.org/improvement_
resources/knowledge_resources/
tools/depression_star_d_summary_
fhsm.html

Dennis Greenburger and 
Christine Padesky

Mind over Mood (215-page 
workbook)

Patients and 
Families

Bookstores

Health Disparities 
Collaboratives

Training manuals, tools to down-
load, and measures on health 
disparities and depression

Health Care 
Professionals

http://www.healthdisparities.net

ICSI Cost-Effectiveness Impact of 
Collaborative Care Models for 
Behavioral Health in Primary Care

Health Care 
Professionals

http://www.icsi.org/health_care_
redesign_/diamond_35953/research

ICSI Workplace Impact of Collaborative 
Care Models for Depression

Health Care 
Professionals

http://www.icsi.org/health_care_
redesign_/diamond_35953/research

* ICSI Tools used in DIAMOND including: 
Depression Medication Treatment 
Reference, Mood Disorders Ques-
tionnaire (MDQ), Relapse Preven-
tion

Health Care 
Professionals

http://www.icsi.org/health_care_
redesign_/diamond_35953/imple-
mentation_tools_resources/

* ICSI and ICSI member 
groups

DIAMOND information, videos and 
tools including FAQs, bibliography 
and member support resources

Health Care 
Professionals

http://www.icsi.org/health_care_
redesign_/diamond_35953/

National Alliance for the 
Mentally Ill

Advocacy, links to Minnesota 
chapter support groups

Patients and 
Families/
Health Care 
Professionals

http://www.nami.org

National Institute for 
Health and Clinical 
Excellence

NICE Depression guideline: 
management of depression in 
primary and secondary care

Health Care 
Professionals

http://www.nice.org.uk/Guidance/
CG23

http://www.icsi.org/improvement_resources/knowledge_resources/tools/depression_tool_kit_fhsm.html
http://www.icsi.org/improvement_resources/knowledge_resources/tools/depression_star_d_summary_fhsm.html
http://www.healthdisparities.net
http://www.icsi.org/health_care_redesign_/diamond_35953/research
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Edinburgh Postnatal Depression Scale 1  (EPDS) 
Postpartum depression is the most common complication of childbearing. 2 The 10-question Edinburgh 
Postnatal Depression Scale (EPDS) is a valuable and efficient way of identifying patients at risk for “perinatal” 
depression.  The EPDS is easy to administer and has proven to be an effective screening tool. 

Mothers who score above 13 are likely to be suffering from a depressive illness of varying severity. The EPDS 
score should not override clinical judgment.  A careful clinical assessment should be carried out to confirm the 
diagnosis.  The scale indicates how the mother has felt during the previous week.  In doubtful cases it may 
be useful to repeat the tool after 2 weeks.  The scale will not detect mothers with anxiety neuroses, phobias or 
personality disorders. 

Women with postpartum depression need not feel alone.  They may find useful information on the web sites of 
the National Women’s Health Information Center <www.4women.gov> and from groups such as Postpartum 
Support International <www.chss.iup.edu/postpartum> and Depression after Delivery 
<www.depressionafterdelivery.com>. 

SCORING 
QUESTIONS 1, 2, & 4 (without an *) 
Are scored 0, 1, 2 or 3 with top box scored as 0 and the bottom box scored as 3. 

QUESTIONS 3, 5­10 (marked with an *) 
Are reverse scored, with the top box scored as a 3 and the bottom box scored as 0. 

Maximum score:          30 
Possible Depression:  10 or greater 
Always look at item 10 (suicidal thoughts) 

Users may reproduce the scale without further permission, providing they respect copyright by quoting the 
names of the authors, the title, and the source of the paper in all reproduced copies. 

Instructions for using the Edinburgh Postnatal Depression Scale: 

1. The mother is asked to check the response that comes closest to how she has been feeling 
in the previous 7 days. 

2. All the items must be completed. 

3. Care should be taken to avoid the possibility of the mother discussing her answers with 
others.  (Answers come from the mother or pregnant woman.) 

4. The mother should complete the scale herself, unless she has limited English or has difficulty 
with reading. 

1 Source: Cox, J.L., Holden, J.M., and Sagovsky, R. 1987.  Detection of postnatal depression: Development of the 10-item 
Edinburgh Postnatal Depression Scale.  British Journal of Psychiatry 150:782-786. 

2 Source:  K. L. Wisner, B. L. Parry, C. M. Piontek, Postpartum Depression N Engl J Med vol. 347, No 3, July 18, 2002, 
194-199
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Appendix H – Alcohol Use Disorders Identification Test 
(AUDIT) Structured Interview

 Major Depression in Adults in Primary Care
Fourteenth Edition/May 2011

 Score 

Question 0 1 2 3 4 

How often do you have a drink 
containing alcohol? 

Never Monthly or 
less 

2-4 times/ 
month 

2-3 times/ 
week 

4 or more 
times/week 

How many drinks containing 
alcohol do you have on a 
typical day when you are 
drinking? 

1 or 2 3 or 4 5 or 6 7-9 10 or more 

How often do you have six or 
more drinks on one occasion? 

Never Less than 
monthly 

Monthly Two to 
three 

times per 
week 

Four or more 
times a week 

How often during the last year 
have you found that you were 
unable to stop drinking once 
you had started? 

Never Less than 
monthly 

Monthly Two to 
three 

times per 
week 

Four or more 
times a week 

How often during the last year 
have you failed to do what was 
normally expected from you 
because of drinking? 

Never Less than 
monthly 

Monthly Two to 
three 

times per 
week 

Four or more 
times a week 

How often during the last year 
have you needed a first drink 
in the morning to get yourself 
going after a heavy drinking 
session? 

Never Less than 
monthly 

Monthly Two to 
three 

times per 
week 

Four or more 
times a week 

How often during the last year 
have you had a feeling of guilt 
or remorse after drinking? 

Never Less than 
monthly 

Monthly Two to 
three 

times per 
week 

Four or more 
times a week 

How often during the last year 
have you been unable to 
remember what happened the 
night before because you had 
been drinking? 

Never Less than 
monthly 

Monthly Two to 
three 

times per 
week 

Four or more 
times a week 

Have you or someone else been 
injured as a result of your 
drinking? 

Never Yes, but not in the last 
year 

(2 points) 

Yes, during the last year 
(4 points) 

Has a relative or friend, doctor, 
or other health worker been 
concerned about your drinking 
or suggested you cut down? 

Never Yes, but not in the last 
year 

(2 points) 

Yes, during the last year 
(4 points) 

*The minimum score (for non-drinkers) is 0 and the maximum score is 40.  A score of 8 or more indicates a strong 
likelihood of a hazardous or harmful alcohol consumption. 

Reprinted with permission from Saunders JB, Aasland OG, Babor TF, de la Fuente JR and Grant M.  Development 
of the Alcohol Use Disorders Identification Test (AUDIT):  WHO Collaborative Project on Early Detection of 
Persons with Harmful Alcohol Consumption II.  Addiction 1993; 88: 791-804. 
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Appendix I – Specialized Therapies

 Major Depression in Adults in Primary Care
Fourteenth Edition/May 2011

The following are descriptions of emerging treatments for depression. Refer to psychiatry for further 
consideration.

Vagus nerve stimulation (VNS)

VNS is approved by the FDA for treatment-resistant depression on the basis of its potential benefit with 
long-term use.  It is not indicated for use in the acute treatment phase, and it has been studied only in 
treatment-resistant depression.  

Vagus nerve stimulation involves the use of an implantable device, which provides intermittent stimulation 
to the left vagus nerve (80% afferent to the central nervous system).  It is used as an adjunctive treatment 
along with other modalities such as psychotropic medications (George, 2005 [D]; Kraft, 2005 [D]; Nahas, 
2005 [D]; Sackeim, 2001b [D]; Sackeim, 2001c [D]; Rush, 2000 [D]).

Side effects include voice alterations (generally just while one is receiving the 30 seconds of stimulation 
each 5 minutes), increased rate of neck pain, cough, dyspnea and dysphagia (Schlaepfer, 2008 [D]; Sackeim, 
2001c [D]).

Sackeim et al combined available efficacy studies to assess the durability of VNS benefit.  Of those who 
responded by three months of VNS, 66.7% and 64.5% maintained benefit at one and two years, respectively.  
By comparison, for those who responded by 12 months of VNS, 68.5% maintained benefit at two years 
(Sackeim, 2007, [D]). 

Repetitive transcranial magnetic stimulation (rTMS)

The FDA approved rTMS in 2008 as a treatment for major depressive disorder that fails to respond to at 
least one antidepressant trial during the current illness episode. As of October 2009, Canadian guidelines 
on neurostimulation therapies supported the use of rTMS as a second-line treatment (Kennedy, 2009 [R]). 
While many studies have been conducted, results are heterogeneous, likely due to small sample sizes and 
significant variability of anatomical localizations and stimulation intensities and parameters.  Consequently, 
rTMS is not a first-line treatment, and there is ongoing lack of clarity about which patient populations should 
be targeted. Those with less treatment resistance may respond more favorably to rTMS (Lisanby, 2009 [A]). 

Repetitive transcranial magnetic stimulation (rTMS) is a non-invasive technique that stimulates the brain 
in vivo using high-intensity, pulsed electron-magnetic fields. In the procedure, a handheld stimulating coil 
is applied directly to the patient's head and delivers a magnetic pulse to the cortex.

Research has examined the use of rTMS in the treatment of major depressive disorder (Loo, 2003 [C]; 
Martin, 2003 [M]; O'Connor, 2003 [C]). Older studies used a protocol of four weeks of rTMS and had more 
variable results. More recent studies had better results with a longer (six-week) protocol.

A 2008 review (Daskalakis, 2008 [M]) highlights that "recent meta-analyses and more recent large multicentre 
studies provided evidence suggesting that rTMS is indeed a promising treatment; however, its efficacy has 
often been shown to be modest, compared with sham stimulation" and work needs to be done to "optimize 
the efficacy of this already promising treatment option in treatment resistant depression."

Another 2008 meta-analysis was published of short-term (one to four weeks) controlled (with sham treat-
ment) rTMS treatment for treatment-resistant depression (one failed adequate medication trial) (Lam, 2008 
[M]).  Pooled response/remission rates were 25% versus 17% compared to 9% versus 6% for placebo. The 
number needed to treat was six. Studies using longer-term treatment periods had non-standard methodologies 
and differential drop-out rates between active and sham treatments.  Ultimately they conclude rTMS with 
short-treatment duration (one to four weeks) has clear antidepressant effects in treatment-resistant depres-
sion and is well tolerated, but the overall response and remission rates are low, and it is unclear whether 
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the effects are sustained. Important questions must be answered before rTMS can be considered a first-line, 
monotherapy treatment for treatment-resistant depression or less refractory cases of depression.

In 2007, O'Reardon reported on a large (301 patients) multicentered randomized controlled trial of rTMS 
(O'Reardon, 2007 [A]) that showed that at six weeks, remission rates were almost double for active treat-
ment versus sham (MADRS = 14.2% vs. 5.2%, HAMD17 = 15.5% vs. 7.1%. HAMD24 = 17.4% vs. 8.2%) 
whereas at four weeks there was no statistically significant difference.

An open labeled extension of a sham controlled trial (Avery, 2008 [B]) showed that 44.7-45.9% of those who 
received sham treatment initially responded, and 30.6-36.5% achieved remission after six weeks of rTMS 
followed by three weeks of taper. Of those who failed to improve with initial rTMS, another 31.5-34.2% 
responded, while 17.8-9.2% achieved remission after the second trial.

Recently Ray, et. al showed in a small (41 patients) prospective randomized hospital-based sham controlled 
study that 75% achieved remission as compared to 10% in the control group. This included patients with 
psychotic depression (Ray, 2011 [A]).

Magnetic seizure therapy (MST)

Magnetic seizure therapy uses focused stimulation (generally of the right frontal area) to induce a focal 
seizure. This is designed to obtain efficacy of ECT without the cognitive side effects (which generally occur 
when seizures spread to the hippocampus). One open label trial (Sackeim, 1994 [R]) showed less amnesia 
and faster reorientation than ECT and some improvement in depression scores.

Deep brain stimulation (DBS)

Deep brain stimulation is the process of implanting  electrodes to stimulate various brain regions with 
high-frequency impulses to diminish major depressive symptoms among treatment refractory individuals.  
To date, five neuroanatomical targets have been studied with favorable effects and minor adverse effects: 
nucleus accumbens, subcallosal cingulate gyrus, inferior thalamic peduncle, ventral internal capsule/ventral 
striatum, and the lateral habenula (Bloomstedt, 2011 [R]). 

One open label trial (Mayberg, 2005 [D]) showed four out of six patients achieved remission after surgery 
(and those with sham sessions did not). At two months, five out of six patients were in remission and four 
out of six were in remission at six months.  A follow-up study of these patients plus 14 additional patients 
(Lozano, 2008 [D]) showed response/remission rates of 60% versus 35% at 6 months and 55% versus 35% 
(or were within one point of remission) at 12 months.  Malone et al. (Malone, 2009 [D]) showed that 40% 
of treatment refractory depressed patients responded and 20% reached remission at six months of continuous 
DBS. The rates went up to 53.3% response and 40% remission at last follow-up, up to four years later.

Acupuncture

Rigorous trials to support acupuncture's efficacy as a primary treatment for major depressive disorder do 
not exist.  Therefore, acupuncture is not recommended as an efficacious treatment for major depressive 
disorder (Freeman, 2010 [M]).  

In a few small controlled studies, the proportion of patients with some symptom relief with acupuncture or 
a combination of acupuncture and amitriptyline were comparable to those of psychotherapy or pharmaco-
therapy.  A negative study compared patients taking the tetracyclic antidepressant mianserin with patients 
treated with both mianserin and acupuncture or mianserin with sham acupuncture (needling at non-acupoints) 
and demonstrated no significant differences between the groups (Gallagher, 2001 [A]; Ernst, 1998 [R]; 
Luo, 1998 [A]).

Existing meta-analyses and systematic reviews vary with respect to acupuncture protocol (manual, elec-
troacupuncture or sham), methodological soundness and efficacy results (Freeman, 2010 [M]).  Both sham 
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and active acupuncture participants generally report symptomatic depression improvement (Freeman, 2010 
[M]).  Serious adverse events from acupuncture are very uncommon, which may appeal to those who seek 
to avoid side effects associated with traditional treatments (e.g., medication side effects).  Rigorous positive 
studies are needed before acupuncture can be recommended for the treatment of major depressive disorder.

Created by the ICSI Depression Guideline Work Group
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ICSI Document Development and Revision Process
Overview
Since 1993, the Institute for Clinical Systems Improvement (ICSI) has developed more than 60 evidence-
based health care documents that support best practices for the prevention, diagnosis, treatment or manage-
ment of a given symptom, disease or condition for patients. 

Document Development and Revision Process
The development process is based on a number of long-proven approaches. ICSI staff first conducts a literature 
search to identify pertinent clinical trials, meta-analysis, systematic reviews, regulatory statements and other 
professional guidelines.  The literature is reviewed and graded based on the ICSI Evidence Grading System. 

ICSI facilitators identify gaps between current and optimal practices. The work group uses this information 
to develop  or revise the clinical flow and algorithm, drafting of annotations and identification of the litera-
ture citations. ICSI staff reviews existing regulatory and standard measures and drafts outcome and process 
measures for work group consideration. The work group gives consideration to the importance of changing 
systems and physician behavior so that outcomes such as health status, patient and provider satisfaction, 
and cost/utilization are maximized.   

Medical groups, who are members of ICSI, review each guideline as part of the revision process.  The medical 
groups provide feedback on new literature, identify areas needing clarification, offer recommended changes, 
outline successful implementation strategies and list barriers to implementation.  A summary of the feedback 
from all medical groups is provided to the guideline work group for use in the revision of the guideline. 

Implementation Recommendations and Measures
Each guideline includes implementation strategies related to key clinical recommendations. In addition, ICSI 
offers guideline-derived measures.  Assisted by measurement consultants on the guideline development work 
group, ICSI's measures flow from each guideline's clinical recommendations and implementation strategies. 
Most regulatory and publicly reported measures are included but, more importantly, measures are recom-
mended to assist medical groups with implementation; thus, both process and outcomes measures are offered. 

Document Revision Cycle
Scientific documents are revised every 12-24 months as indicated by changes in clinical practice and literature. 
Each ICSI staff monitors major peer-reviewed journals every month for the guidelines for which they are 
responsible.  Work group members are also asked to provide any pertinent literature through check-ins with 
the work group mid-cycle and annually to determine if there have been changes in the evidence significant 
enough to warrant document revision earlier than scheduled.  This process complements the exhaustive 
literature search that is done on the subject prior to development of the first version of a guideline.
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