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Introduction

Major Depressive Disorder (MDD)

Depression is a major cause of disability worldwide. Evidence for the effectiveness of various
pharmacological and psychological treatments is abundant, yet outcomes are often disappointing. This may
reflect poor patient understanding of the illness, poor adherence to treatment or inadequate systems to
support high quality care.

Given the low detection and recognition rates, it is essential that primary care and mental health
practitioners have the required skills to assess patients with depression, their social circumstances and
relationships, and the risk they may pose to themselves and to others. This is especially important in view
of the fact that depression is associated with an increased suicide rate, a strong tendency for recurrence and
high personal and social costs. The effective assessment of a patient, including risk assessment, and the
subsequent coordination of the patient’s care, is likely to improve outcomes and should therefore be
comprehensive.

e  Depression is a major cause of impaired quality of life, reduced productivity, and increased
mortality.

0 Social difficulties are common (e.g. social stigma, loss of employment, marital break-up).
O Associated problems, such as anxiety symptoms and substance misuse, may cause further
disability.

e People with depression are at increased risk of suicide. Mortality from suicide is reported to be as
high as 15% among people hospitalized for severe depression. In primary care populations, the
prevalence of suicidal ideation is approximately 20-30% among depressed patients, but serious
suicide attempts (7/10,000) and completed suicides (4/10,000 ) are relatively infrequent [Simon
GE, 2006]

e Depression is a significant independent risk factor for both first myocardial infarction and
cardiovascular mortality. In people with ischemic heart disease, depression has been found to be
associated with a three- to fourfold increase in cardiovascular morbidity and mortality.

e Depression in VA population:

Major depressive disorder, diagnosed by structured psychiatric interviews and specific diagnostic
criteria, is present in 5-13% of patients seen by prim ary care physicians. The preval ence of this
disorder in the general population is about 3-5%. The annual economic burden of depression in the
U.S. (including direct care costs, m ortality costs, and morbidity costs) has been estimated to total
almost $83.1 billion in year 2000 dollars [Greenberg PE, 2003]. The suicide rate in depressed
persons is at least 8 times higher than that of the general population. (VA Tech-manual 1999)

e Depression in DoD Population:

A triservice population-based study of m ilitary personnel found 3.2% of personnel met survey
criteria for major depressive disorder, 5.1% of women and 2.8% of men (Riddle et al., 2008). Hoge
and colleagues (2004) found that 8 to 15% of combat soldiers returning from Operation Iraqi
Freedom (OIF) met survey criteria for major depression compared to 7 to 14% in com bat soldiers
returning from Operation Enduring Freedom (OEF). The prevalence of major depression before
OIF/OEF was 5 to 11%. An analysis of DoD post-de ployment health assessment screening results
found that 5.2% of Army soldiers and Marines screened positive for depression (6.1% after OIF,
3/5% after OEF, and 2.7% after other deployments) (Hoge et al, 2006).

Provider diagnosis of depression underestimates the true occurrence of the disorder, because many
individuals with the dis order never seek care for itand prim ary care pr oviders often do not
recognize or diagnose it. In a study of automated DoD health care data, the 12-month prevalence of
a provider diagnosis of de pression was 1.9 percent among active-duty military personnel, 1.5
percent among reserve component personnel, and 3.9 percent among family member and retirees.
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Of those with new depression diagnoses in acute phase treatment, 49% of active duty personnel,
S8percent of reserve component personnel, and 32 percent of family member/retirees received
associated mental health specialty care (NQMP 2004).

Scope of Guideline

Target population:

Adult patients with Major Depressive Disorder

This guideline applies to patients presenting with sym ptoms of depression, and to patients being
followed for major depressive disorder. (This in cludes those newly diagnosed, those receiving
ongoing treatment and those with chronic depression).

Audiences:

The guideline is relevant to all healthcare professionals who have direct contact with patients with

MDD, and who make decisions about their care. This version of the guideline was specifically
tailored to what would be of greatest value to the primary care provider.
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10.

11.

12.

13.

14.

15.

Key Elements Addressed by the Guideline
Depression is common, underdiagnosed and undertreated.

Depression is frequently a recurrent/chronic disorder, with a 50% recurrence rate after the first
episode, 70% after the second, and 90% after the third.

Most depressed patients will receive most or all of their care through primary care physicians.

Depressed patients frequently present with somatic complaints to their primary care doctor
rather than complaining of depressed mood.

Annual screening for MDD is recommended in the primary care setting as an important
mechanism for reducing morbidity and mortality. Screeening should be done using a
standardized tool such as the Patient Health Questionnaire (PHQ-2), a 2 item screen

A standardized assessment tool such as the PHQ-9 should be used as an aid for diagnosis,
measurement of symptom severity and to assess treatment response.

Mild depression can be effectively treated with either medication or psychotherapy. Moderate
to severe depression may require an approach combining medication and psychotherapy.

Selective Serotonin Reuptake Inhibitors (SSRIs) along with the Seratonin Norepinephrine
reuptake inhibitors (SNRIs), bupropion, or mirtazapine are considered a first-line treatment
option for adults with Major Depressive Disorder (MDD).

No particular antidepressant agent is superior to another in efficacy or time to response. Choice
can be guided by matching patients’ symptoms to side effect profile, presence of medical and
psychiatric co-morbidity, and prior response.

Patients treated with antidepressants should be closely observed for possible worsening of
depression or suicidality, especially at the beginning of therapy or when the dose increases or
decreases

Evidence-based short-term psychotherapies, such as Cognitive Behavioral Therapy (CBT),
Interpersonal Therapy (IPT) and Problem Solving Therapy (PST) are recommended treatment
options for major depression. Other psychotherapies are treatment options for specific
populations or are based on patient preference.

Patients require frequent visits early in treatment to assess response to intervention, suicidal
ideation, side effects, and psychosocial support systems

Continuation therapy (9-12 months after acute symptoms resolve) decreases the incidence of
relapse of major depression

Long term maintenance or life-time drug therapy should be considered for selected patients
based on their history of relapse and other clinical factors

Patient education and support are essential. Care management may be considered to improve
outcome.
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STRUCTURE OF THE GUIDELINE

The algorithms describe the step-by-step process of clinical decision-making and intervention that
should occur when managing patients with MDD. General and specific recommendations for each
step in the algorithm are included in an annotation section following the algorithm. The links to
these recommendations are embedded in the relevant specific steps in the algorithm.

Each annotation includes a brief discussion of the research supporting the recommendations and the
rationale behind the grading of the evidence and determination ofthe stre ngth of the
recommendations.

In annotations for which there are studies to  support the evidence-b ased recommendations the
Strength of Recommendation [SR] based on the level of evidence is presented in brackets for these
recommendations. Recommendations that are not based on evidence were derived by consensus of
experts. No SR is presented for these recommendations.

Evidence Rating System
SR
A A strong recommendation that clinicians provide the intervention to eligible patients.

Good evidence was found that the intervention improves important health outcomes and
concludes that benefits substantially outweigh harm.

B A recommendation that clinicians provide (the service) to eligible patients.

At least fair evidence was found that the intervention improves health outcomes and
concludes that benefits outweigh harm.

C No recommendation for or against the routine provision of the intervention is made.

At least fair evidence was found that the intervention can improve health outcomes, but
concludes that the balance of benefits and harms is too close to justify a general
recommendation.

D Recommendation is made against routinely providing the intervention to asymptomatic
patients.
At least fair evidence was found that the intervention is ineffective or that harms outweigh
benefits.

I The conclusion is that the ev idence is insufficient to recommend for or against routinely

providing the intervention.

Evidence that the intervention is effective is lacking, or poor quality, or conflicting, and the
balance of benefits and harms cannot be determined.

SR = Strength of recommendation

Lack of Evidence — Consensus of Experts

Where existing literature was ambiguous or conflicting, or where scientific data was lacking on an
issue, recommendations were based on the clini cal experience of the Working Group. T hese
recommendations are indicated in the evidence tables as based on “Working Group Consensus.”
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Management of Major Depressive Disorder in Adults
Primary Care Initial Assessment and Diagnosis

FPatient age * 18 with suspected depression
presenting to primary care?

[A]

:

Brief assessment of initisl presentation
to assess for dangerousness
[B]

Screening for MDD
Crver the past two weeks, how often have you been
bothered by any of the following problems™

1. Little interest or pleasure in doing things.
2. Feeling down, depressed, or hopeless.

[A]

=]

¥ s
Unstable urgent condition? v F'r:}\r'l-dE appropriate care or refer to
[ C I+ stabilize and follow legal mandates
o (D]
M l
Obtain relevant history, physical Sidebar 1: Assessment
examination and |ab tests
=3 - Medical history
+ - Physical examinatiocn
- - - - - Mental Status Exam
Obtain s.\,mpmm score using PHQ-8 - Relevant lab tests
Cetermine .an# document DSM IV - Drug inventory (including over
oriteris f::.r MED the counter and herbals)
[E] - Psychosocial history
¥
Do medication{s) or comorbid ]
medical condition(s) Y o | Frovide medical treatment and
contribute to symptoms? = follow-up as indicated
[FI
Did depressicn Continue medical
symptoms resolve? follow-up as indicated
L
Fresumptive diagnosis of ¥
MDD?
M l
12
History of MDD? ¥
M
: :
Are there symptoms of 3 Assess for manic or hypomanic
depression or functional symptoms or family history of
impairment that do not meet ¥ bipolar disorder or other
DSM IV oriteria for MDD? peychiatric comarbidities
[H] [2]
¥
19
M Are there concems about Suspected bipolar Consider management of
functicnal sbility or ¥ disorder? Bipolar Disorder
patient’s mental health?
N
24 ¥ occumence of other Refemral/consult to
Frovide psychoeducation major mental illnesses specialty care
for self management ;
1] !
N
2 ¥ 2 L 2 v
= == Feollow-up and f

Repeat screening
annually

consider refemral to
mental health
specialty

Follow up within 4-8
weeks

Continue on
page 2
Initial Treatment
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Management of Major Depressive Disorder in Adults 2
Primary Care -Initial Treatment

Patient with presumptive diagnosis or
history of MDD, meets DSM-IV
diagnostic criteria for MDD?

L

Determine level of severity of MDD
symptoms and functicnal impairment
[4]

L

Discuss treatment options and
patient's preferences
Aurive at shared decision regarding
treatment goals and plan
[K]

'

Is there indication for
referral to mental health
specialty?

[L]

¥
Initiate treatment strategies
effective for depression
| See sidebar 4]
[M]

I

Address psychosocial needs
[M]

r

Schedule follow-up in 4-8 weeks

r

Continue on Fage 2

Sidebar 2: DSMJV Diagnostic Criteria for MDD

ha

1.

I TR

MOD diagnosis requires the presence of symptom 1, 2, or both; and at least 5 of 9
symptoms that persist for at least 2 weehs:

Depressed mood nearly every day for most of the day,
based on selfreport or observation of others

. Marked reduction or loss of interest or pleasure in all,

or nearly all, activities for most of the day, nearly every day

. Significant non dieting weight loss or weight gain (5% change in body weight)
. Insomnia or hyperscmnia nearly every day

Psychomotor agitation or retardation (should be observable by others)
Fatigue/loss of energy nearly every day
Feelings of worthlessness or excessive/inappropriate guilt nearly every day

. Diminished cognitive function (reduced ability to think or concentrate) nearly every day
. Recument thoughts of death and/or suicide, suicide planning, or a suicide attemnpt

Sidebar 3: Indications for Referral to Mental

Health

Refer to Mental Health - Unclear diagnosis

Specialty Care - Evidence of psychotic features,
past-mania or hypomania

- Signs of comorbid psychiatric conditions
- Unable to treat patient in primary care

- Need for psychosocial interventions

- Patient preference

Sidebar 4 : Initial Treatment Strategies for MDD

SEVERITY PHG-3 FUNCTIONAL INITIAL STRATEGY
CORE IMFPAIRMENT

Mild 10-14 Mild Monotherapy - antidepressants or
psychotherapy or, possibly combination

Moderate 1519 Moderate Antidepressants or psychotherapy or,
combination

Severs =20 Severs May start with antidepressants or

psychotherapy but should prefer
combination or multiple antidepressants

Psychoeducation and self-management should be provided for all severity levels
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Management of Major Depressive Disorder in Adults 3

Primary Care - Treatment Management and Follow-up

iz P Sidebar 5 Assessment of Treatment
Fatient with a diagnosis of MDD Response
on treatment Symptoms severity (FHQE) and risk for suicide
Tolerability to treatment [Adverse effects)
+ Adhersnce to treatment

.

3 Complete assessment - Medical problems influencing recovery
(see sidebar 5) - Psychosocial barriers to therapy
Review curent medication - Revaluate diagnosis and appropriate treatment
Assess for dangerousness
[O]
Sidebar 6 Treatment Strategies
4 35
Unstable or Frovide appropriate care or refer to . ) )
dangerous condition? stabilize and follow legal mandates Manm_hEmp} [ Psych. or Drugs)
[C] [D ] Combine psych and pharmacotherapy
- Complex psychophrmacology
Somatic interventions
Inpatient’ residential
k]
Is patient condition
improving and cument
treatment strategy Sidebar T: Indication for Consultation or
tolerable? Referral to Mental Health Specialty Care
Fi
[F] Continue current treatment
strateqy - Primary care cut of comfort zone
N Resssess b'ﬁ-; 4":' weshs - Complicated depressicn with comorbidity
[al - Lack of resources
- Treatment resistance
8 - Patient request
Full remissicn?
[R]
¥ M k]
44 Adjustimedify traatment: Continue treatment to
- Consider longer duration prevent relapse
- Consider increasing doss =3
- Consider sugmentstion ’
Cong b y———————
- Gonsider switching to another agent
- Consider modifying treatment strategy 40
(See sidebar 8,7)
[u] Sustained ki
) remissicn?
45 4 41
M Ceontinue maintenance
Schedule follow-up therapy in Primary Care
Relapse [T]
42
Sustained ki
remissiocn?
N
Recumrence
4z x

F Screen annually
Return to Box 32



The VA/DaD Clinical Practice Guideline for
Management of Major Depressive Disorder

1. DEFINITIONS
Major Depressive Disorder (MDD):

Major depression is generally diagnosed when a persistent low mood and an absence of positive
affect are acc ompanied by a range of sy mptoms. The number and com bination of sym ptoms
needed to make a diagnosis is operationally defined by ICD-10 (WHO, 1992) and DSM-IV-TR
(APA, 2000); although s ome people wi ll show a n atypical prese ntation with rea ctive mood,
increased appetite, weight gain and excessive sleepiness (Quitkin et al, 1991).

e Diagnosis of a major depressive disorder (MDD) is based on the presence of depressed
mood or loss of interest or pleasure, along with at least 4 additional MDD diagnosis
criteria symptoms for a duration of at least 2 weeks (See Table 1).

e Depressive symptoms include depressed mood, loss of interestin most activities
(anhedonia), significant change in weight or appetite, insomnia or hypersomnia, decreased
concentration, decreased en ergy, inappropriate guiltor  feelings of wort hlessness,
psychomotor agitation or retardation, and suicidal ideation.

Table 1. Diagnosis of MDD

MDD diagnosis is based on the following list of symptoms, and requires the
presence of symptom 1, 2, or both; and at least 5 of 9 symptoms overall;
these symptoms must persist for at least 2 weeks

1. Depressed mood nearly every day for most of the day, based on self-
report or observation of others

2. Marked reduction or loss of interest or pleasure in all, or nearly all,
activities for most of the day, nearly every day

3. Significant non-dieting weight loss or weight gain (> 5% change in
body weight)

4. Insomnia or hypersomnia nearly every day

5. Psychomotor agitation or retardation (should be observable by others)

6. Fatigue/loss of energy nearly every day

7. Feelings of worthlessness or excessive/inappropriate guilt (possibly
delusional) nearly every day

8. Diminished cognitive function (reduced ability to think or concentrate,
or indecisiveness) nearly every day

9. Recurrent thoughts of death and/or suicide, suicide planning, or a
suicide attempt

American Psychiatric Association. Diagnostic and Statistical Manual of Mental
Disorders (DSM), 4th ed, Text Revision. Washington, DC: American Psychiatric
Association; 2000.

In addition, those with a more severe and typical presentation, including marked physical slowness
(or marked agitation) and a range of somatic symptoms, are often referred to as melancholic
depressions, or depression with melancholia.

People with s evere depressions may also develop psychotic sym ptoms (hallucinations and/or
delusions), most commonly thematically consistent with the negative, self-blaming cognitions and
low mood typically encount ered in m ajor depression, although others may develop psychotic
symptoms unrelated to the patients’ mood. In the latter case, these mood-incongruent psychotic
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symptoms can be hard to distinguish from those thatoccurin  other psychoses such as
schizophrenia.

Severe Major Depressive Disorder (MDD)
e Active suicidal ideation with either intent or plan, or suicide attempt
Active homicidal ideation
Psychotic symptoms
Severe anorexic symptoms (including loss of weight that poses health risk)
Inability to maintain activities of daily li ving (ADLs), e.g., groom ing, feeding,
catatonia

Table 2 describes the classification of MDD based on the symptoms score obtained with the Patient
Health Questionnaire-9 (PHQ-9). The classification may be helpful for emphasizing the different
needs that depressed individuals have - depending on the characteristics of their depression and
their personal and social circumstances - and the responses that are required from services.

Defining severity levels of MDD requires “categorization” of continuous measures of symptom
presentation and functional impairment, and the “cut-off levels” between scores are quite arbitrary.
Nonetheless, the classification of seve rity of MDD may be used as a framework to facilitate the
organization of care service s supporting both patients and fam ily members, and healthcare
professionals in identifying and accessing the most effective interventions.

The general categories of severity sh ould be used as a basis for initial classification and should be
further characterized by any of the m odifiers. These will include the existence of co-occurri ng
mental health disorders and the duration of symptoms despite treatment. For most patients, an
untreated first episode of MDD is followed by improvement of symptoms; although some patients
return to pre-episode m ood and functi on levels, many continue to experience residual sub-
syndromal symptoms. In a m inority of patients, a MDD episode persis ts for over 2 years, and is
defined as chronic MDD.

The nature and course of depression is significantly affected by psychological, social and physical
characteristics of the patient and their circumstances. These factors have a significant impact upon
both the initial choice of treatment and the probability of a patient benefiting from that intervention.
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Table 2. Classification of MDD Symptoms Severity

Severity Patient Health Functional

Level Questionnaire (PHQ-9) | Impairment
Total Score

Mild 10-14 Mild

Moderate 15-19 Moderate

Severe >20 Severe

Modifiers

Complications | Co-occurring post traumatic stress
disorder (PTSD), substance use disorder
(SUD), psychosis, suicide risk, mania,
significant social stressors, war-related
conditions

Chronicity More than 2 years of symptoms despite
treatment

Onset Response to Treatment

e Minimal clinically significant: a change in PHQ score of 25 percent
e Response to treatment: PHQ score improvement of 50 percent from baseline

Full Remission

e PHQ score of 4 or less, maintained for at least 1 month, OR
e Beck Depression Inventory (BDI) score of 10 or less, maintained for at least 1 month, OR

e Hamilton Rating Scale for Depression (HRSD-17 or HAM-D) score of 7 or less, maintained
for at least 1 month.

Recovery

e PHQ score of 4 or less, maintained for at least 6 months, OR
e BDI score of 10 or less, maintained for at least 6 months, OR
e HRSD-17 score of 7 or less, maintained for at least 6 months.

SCREENING
2.1. Screening Adults

BACKGROUND

The U.S. Preventive Services Task Fo rce (USPSTF) has concluded that routine screening for

depressive disorders is an impor tant mechanism for reducing morbidity and mortality. Depressive
disorders are highly prevalent and are oft en not detected unless sy stematic screening efforts are
implemented. Brief scree ns (e.g., PHQ-2) appear to perform comparably to longer screens (e.g.,
Geriatric Depression Scale [GDS] or Patient Health Questionnaire [PHQ-9]). Although depression
questionnaires may perform more poorly in adults > 75 years, the performance is adequate to

improve initial recognition of depression. Patients with severe chronic medical illness are at higher
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risk for depression than the average patient seen in primary care. The PHQ-9 appears to have
adequate performance characteristics in medically ill patients; the PHQ-2 appears promising but is
less-well studied in these groups.

In addition to new case identification, systematic screening provides a platform for:

e Identification of patients who are depressed and no longer engaged in treatment
e  Promotion of integrated care programs

e  Promotion of early intervention programs such as watchful waiting or targeted symptom
management.

ACTION STATEMENT

Identify patients who are depressed and are no longer engaged in treatment.

RECOMMENDATIONS

1. The Patient Health Questionnaire (PHQ) 2-item should be com pleted annually by al 1
patients seen in primary care settings. [A]

2. Patients who screen positive on the Patient Health Questionnaire (PHQ) 2-item should have
both a documented assessment using a quantitative questionnaire to further assess whether
the patient has sufficient symp toms to warrant a diagnosis of clinical m ajor depression and
a full clinical interview that includes evaluation for suicide risk. [B]

3. In patients at particularly high risk for depression based on medical illness (e.g., hepatitis C
starting interferon treatment or post-myocardial infarction), clinicians should have a high
index of suspicion for depression and use a diagnostic assessment tool (e.g., Patient Health
Questionnaire (PHQ) 9-item) when depression is suspected. [I]

4. Caution should be used inscreeni ng patients oldert han 75 years since scree ning
instruments may not perform as well as in patients 65 to 75 years old. [C]

See Appendix B: Screening and Assessment Instruments
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Patient Health Questionnaire-2 (PHQ-2):

Over the past two weeks, how often have you been bothered by any of the following problems?

Little interest or pleasure in doing things.
0 =Not at all
1 = Several days
2 = More than half the days
3 = Nearly every day

Feeling down, depressed, or hopeless.
0 =Not at all
1 = Several days
2 = More than half the days
3 = Nearly every day

Score Interpretation:

PHQ-2 Probability of major Probability of any
score depressive disorder depressive disorder

(%) (%)

1 15.4 36.9

2 21.1 48.3

3 38.4 75.0

4 45.5 81.2

5 56.4 84.6

6 78.6 92.9

Information from Kroenke et al., 2003

Screening/Assessment for Depression in Pregnancy and in the Postpartum Period

BACKGROUND

Depression in pregnancy in general, and in the postpartum period in particular, is a well-recognized
problem. Although esti mates vary, in the first 3 months after childbirth, 14.5 percent of women
have a new episode of major or minor depression; 10 to 20 percent of mothers are believed to
suffer with depression sometime during their postpartum course, making postpartum depression the
most common serious postpartum disorder. In addition, it is an under-recognized entity, with 50
percent of cases undetected in some series. This rate of under-detection can be reduced by the use
of ascree ning instrument, administered during the course of pre-a nd postnatal vi sits. This
detection can lead to furt her diagnostic interviews and to approp riate treatment, lessening the

deleterious effects of depression on both the mother and

ACTION STATEMENT

child.

To identify women who are depressed during pregnancy or in the postpartum period.

RECOMMENDATIONS

1. Women should be screened for depression at their first contact with heal thcare services in

both the antenatal and the postnatal periods. [B]
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2. Depression screening should be performed with either the Edinburgh Postnatal Depression
Scale (EDPS) or the PHQ-2. [B]

3. In the postpartum period, recommended screening is typically at 4 to 6 weeks and 3 to 4
months. [C]

RATIONALE

Early detection of depression during pregnancy is critical because depression can adversely affect
birth outcomes and neonatal health and, if left untreated, can persist after the birth. Untreated
postpartum depression can impair mother-infant attachments and have cognitive, emotional, and
behavioral consequences for children. The best studied of these screening instruments is the EDPS.
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ANNOTATIONS

Annotation A

Patient Age > 18 With Suspected Depression Presenting to Primary Care

This guideline and algorithm s should be used in the primary care setting for ass essment and
diagnosis of adult patients who are suspected to have MDD.

Algorithm A descri bes the screening strategy for MDD in prim ary care, using standardized
screening tools. Adult patients that screen positive for depression should be assessed and evaluated
using standardized assessment tools. Other possible causes for a patie nt’s symptoms should be
considered and psychiatric and/or medical comorbidities should be identified. Patients diagnosed
with mild or moderate MDD (based on DSM-IV-TR) may be treated in primary care. Patients with
severe MDD or any com plicated MDD and comorbidities should be referred to specialty care for
treatment.

Annotation B

Brief Assessment of Initial Presentation to Assess for Dangerousness

3.

DANGEROUS CONDITIONS

3.1. Assess for Dangerousness

BACKGROUND

Unstable conditions, whether psychiatric or physiologic, represent situations that require immediate
attention. Whatever the cause, the following situations may serve as warning signs of violence:

e Ideas about, or intent to, harm others

e  Verbal escalation or inability to be redirected

e History of violent behavior

e Severe agitation or hostility

e Active psychosis

e Intoxication or withdrawal from alcohol or drugs.

Immediate attention a nd intervention, including referral or co nsultation with a mental health
professional, may be required in order to stave off the potential for escalation of agitation or violent
impulses.

ACTION STATEMENT

Identify patients who are at high risk of harm to self or others.

RECOMMENDATIONS

1. A referral to emergency services and/or consultation with a mental health professional is
indicated for patients presenting with any of the following unstable conditions:

a. Delirium
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b. Marked psychotic symptoms

c. Severe depressive symptoms/depression (e.g., catatonia, malnourishment, severe
disability)

d. Suicidality or homicidality

e. Potential for violence (e.g., ideas about or intent to harm others; history of violent
behavior; severe agitation or hostility; active psychosis)

f.  Substance withdrawal or intoxication

2. Any patient with suicidal ideation or attempts necessitating psychiatric hospitalization
should be considered for referral to mental health specialty care.

DISCUSSION

e Delirium — Delirium (also known as organic bra in syndrome, organic psychosis, acute
confusional state, acute brai n syndrome and various other names) is a very com mon
disorder of cognitiona nd consciousness, with an abrupt onset thatisco mmonly
unrecognized. This is especially true in the elderly and chronically ill.

o Marked psychotic symptoms — "Psychosis," in and of itself, is not a disorder. Rather, it
is a symptom, which may present in a variety of conditions. Psychotic patients have an
impaired sense of reality, which m ay manifest in several ways (hallucinations, delusions,
mental confusion, or disorganization).

e Severe depressive symptoms/depression (e.g., catatonia, m alnourishment, severe
disability) — The clinical presentation of depressed patients is marked by considerable
variation, not only in the expression of various neurovegetative symptoms themselves, but
also in the magnitude of severity of thes e symptoms. While m any mild to m oderate
illnesses may not necessarily present situ  ations requiring immediate attention, t he
presence of severe depressive symptoms may represent an urgent condition, even in the
absence of suicidal ideation.

e Suicidality — Suicidal behavior is best assessed with the followi ng criteria: current
suicidal ideas or plans, presence of active mental illness (severe depression or psychosis),
presence of substance use disorder, past hist ory of suicidal acts, form ulation of pl an,
availability of means for suicide (fi rearms, pills, etc.), disruption of im portant personal
relationships, or failure at important personal endeavors.

e Potential for violence — Violence often emerges as a response to a perceived threat or as
marked frustration resulting from the inability to meet goals by nonviolent means.
Specific factors that contri bute to violent behavior include psychiatric, medical,
environmental, and situational/social factors.

e Unstable urgent medical conditions — Any condition immediately threatening to life,
limb, or eye sight, or requiring emergency medical care. These m ay include acute
myocardial infarction, respiratory failure, hypertensive crisis, dia betic ketoacidosis,
crushing radiating chest pain, etc.

For more information on these conditions see:

Appendix C: Suicidality
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Annotation C

Unstable Urgent Condition?

3.2.

Is Patient a Threat to Self or Others?
BACKGROUND

Direct and nonjudgemental questioning regarding suicidal and/or homicidal ideation/intent is
indicated in all cases where MDD is suspected. A significant number of patients who contemplate
suicide are seen by a physician within a month prior to their attempt. Medical providers often
express concern regarding this line of questioning in the fear that it may actually stimulate the
thought in the patient. However, evidence shows that direct assessment of suicidal ideation and
intent does not increase the risk of suicide. Consider gathering collateral information from a third
party, if possible. Homicidal ideation and suicidal ideation may co-occur. Risk of violence towards
others should be assessed by asking directly whether the patient has thoughts of harming
anyone.ACTION STATEMENT

Identify patients who pose a threat to self or others and initiate appropriate intervention.

RECOMMENDATIONS
1. Patients with a presumptive diagnosis of MDD should be assessed for suicidality by using a
direct line of questioning. = One recommended line of questioning uses the following
(modified from Hirschfeld & Russell, 1997):
a. “Have you had thoughts about death or about killing yourself?”
b. “Tell me about your hopes for the future.”
c. “Do you have a plan for how you would kill yourself?”
d. “Are there means available (e.g., pills, a gun and bullets, or poison)?”
e. “Have you actually rehearsed or practiced how you would kill yourself?”
f. “Do you tend to be impulsive?”
g. “How strong is your intent to do this?”
h. “Can you resist the impulse to do this?”
i.  “Have you heard voices telling you to hurt or kill yourself?”
j- Ask about previous attempts, especially the degree of intent.

k. Ask about suicide of family members or significant others.

2. Risk of violence towards others should be assessed by asking directly whether or not the
patient has thoughts of harming anyone:

a. Assess whether the patient has an active plan and method/means (e.g., weapons in
the home)

b. Assess whom the patient wishes to harm
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c. Assess whether the patient has ever lost control and acted violently
d. Assess seriousness/severity of past violent behavior.

3. In the event of expressed dangerousness to self or others by a person with possible MDD,
steps must be taken to insu re patient safety until further eval uation and a referral or
consultation with a mental health professional has taken place.

DISCUSSION

While the PHQ-2 or PHQ-9 is a valid and important screening tool for MDD, it is not sufficient to
effectively assess whether the patient is a threat to self or ot hers. This assess ment requires a
structured line of questioning designed to elicit responses specific to the issues of potential suicide.
Hirschfeld & Russell (1997) put forth a line of questioning w hich is recommended in an adapted
form for this gui deline. In addition, homicidal ideation also needs to be explored from  the
perspectives of whether the patient has an active plan and the method/means are at hand.

Is There Evidence of Psychosis?

BACKGROUND

Psychosis is defined as a mental state in which the patient is significantly out of t ouch with reality
to the extent t hat it im pairs functioning. Patients with psychotic symptoms may present in an

acutely agitated state with a recent onset of disturbed and/or disturbing symptoms. Howe ver,
patients may also present with enduring, chronic symptoms which are long-standing and to which
patients have made a reasonably comfortable adaptation.

In particular, paranoid concerns that ot hers wish to ha rm the patient and voices (especially
command hallucinations) telling the patient to hurt him or herself or someone else, are indications
for an immediate mental health consultation or referral. Patients who have longstanding psychotic
illness and who are able to attend to present circ umstances without responding to their psychosis
may be evaluated and treated for a co-morbid depression in the primary care setting.

It is important to bear in mind that psychotic symptoms may be the direct result of an underlying

medical condition, toxic state, alcohol or substance use disorder, or may be associated with a
mental health condition such as schizophrenia or affective illness.

ACTION STATEMENT

Identify patients who have acute or chronic psychosis and treat accordingly.

RECOMMENDATIONS

1. Patients with a possible diagnosis of MDD should be assessed for acute or chronic
psychosis.

2. Patients with a possible diagnosis of MDD who exhibit any of the following characteristics
related to psychosis need to be referred for urgent/emergent mental health intervention as
these are inappropriate for care in the primary care setting:

a. Serious delusions (e.g., fixed false beliefs)

b. Visual or (typically) auditory hallucinations
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c. Confusion (incoherence)
d. Catatonic behavior (e.g., motoric immobility or excessive agitation)
e. Extreme negativism or mutism
f. Peculiar voluntary movement
g. Inappropriate affect of a bizarre or odd quality.
3. Patients who have longstanding psychotic illness and who are able to attend to  present

circumstances without responding to their psychosis, may be evaluated and treated for a co-
morbid depression in the primary care setting.

Annotation D

Provide Appropriate Care or Refer to Stabilize and Follow Legal Mandates

3.4. Provide Appropriate Care or Refer to Stabilize and Follow Legal Mandates

BACKGROUND

Initial steps in assessing and caring for dangerous conditions in patients with MDD include the
provision of appropriate care to stabilize the situation. Depending on the seriousness of the
condition and the resources at hand, this will be accomplished on-site or through urgent/emergent
referral to mental health. However, itis also essential that primary care providers and t heir
administrative staffs ha ve an understanding of, and ability to access local, statea nd federal
regulations/policies/procedures and gu idelines relating t o danger to self or others. If patients
represent a risk to ot hers, additional notifications may be required by state or federal laws and/or
regulations. When making notifications, it is wise to consult a peer and/or medical law consultant
on the legal and ethical requirements.

For VA patients, these procedures should also reflect the opinion and guidance of the VHA District
Council. For DoD patients, these procedures a re directed by DoD Directive 6490.1, “Mental
Health Evaluation of Members of the Armed Forces,” DoD Instruction 6490.4, “Requirements for
Mental Health Eval uations of Mem bers ofthe Armed Forces,” and related Service
regulations/instructions. These regulations/instructions may require a number of notifications (e.g.,
commanders) which would not be made in a civilian practice.

ACTION STATEMENT

Ensure that appropriate care, protocols and regulatory/policy mandates are followed
during diagnosis and stabilization of the patient with MDD with an unstable condition.

RECOMMENDATIONS

1. Local, state, and federal regu lations/mandates as well as guidelines should be followed if
the patient represents a risk to self or others.

2. In managing patients who pos e a risk, mental health providers need to be prepared to
consult with primary care and ot her medical specialties concerning patients who m ay be
encountered in their clinics.
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Patient care management plans must reflect the realities of local resources, staffing, and
transportation.

Consultation with apee r and/or medical law consultant on thel egal and ethical
requirements is recomm ended as it relates to notifications regarding the patient who
represents a risk to others.

Obtain Relevant History, Physical Examination and Laboratory Tests
Annotation E | Obtain Symptom Score Using PHQ-9
Determine and Document DSM-IV-TR Criteria for MDD

4. ASSESSMENT

4.1. Obtain History, Physical Examination and Laboratory Tests

BACKGROUND

After determining that the patient is stable, the goal isto gain a complete understanding of t he
patient’s medical, social, and mental health history and recognize current signs and symptoms of
depression for diagnostic and treatment purposes.

The diagnosis of Major Depressive Disorder includes:

A clinical course that is characterized by one or more major depressive episodes without a
history of m anic, mixed, or hypomanic episodes, or without being attribute d to ot her
medical or mental disorders

Presence of depressed mood or loss of interest or pleasure, along with at least 4 additional
symptoms as defined by the DSM-IV-TR criteria for MDD

Symptoms have bee n present during the same 2-week period, nearly every day, a nd
represent a change from previous functioning

Symptoms cause clinically signi ficant distress or impairment in social and occupational
functioning

Symptoms are not due to the direct physiologi cal effects of a substance (e.g., a drug of
abuse, a medication) or a general medical condition (e.g., hypothyroidism).

Key elements in the clinical assessment include:

A clinical interview focusi ng on past medical history and a brief review of systems is
generally sufficient to rule out medical disorders causing major depression

Focused physical examination and laboratory testing as indicated by the review of systems

Findings of depression in Mental Stat us Exams including sl ow speech, sighing,
psychomotor retardation or agitation, downcast eyes, and little or no smiling are important
indicators

Determination of medication history and substance abuse/dependence that may contribute
to the symptoms or cause the depression

Appendix B - Page 23



The VA/DaD Clinical Practice Guideline for
Management of Major Depressive Disorder

e Laboratory testing directed toward detection of associated general medical conditions.

Clinical Assessment of the Patient with MDD

Medical history

Physical examination

Mental status examination (MSE)

Relevant laboratory tests

Drug inventory, including over-the-counter (OTC)
drugs and herbals

Psychosocial history

e  Comorbid conditions

ACTION STATEMENT

Complete a thorough medical and mental health history and examination to develop an
appropriate clinical understanding of the patient’s condition and arrive at a diagnosis.

RECOMMENDATIONS

1. Once the patient is stable, the clinical asse ssment should be completed by the primary care
provider, including arelevant hist ory, physical examination, and laboratory tests as
indicated. [I]

2. Relevant history may include the following:

a. Review of the impact of depres sive symptoms on functional status . Typical
questions include:

e "During the past few weeks, have any physical or emotional problems
interfered with your typical daily activities?”

e  “Has it been more difficult to do things on your own or with your (family,
friends, neighbors, church, etc.)?"

e Ifpositive, areas for brief inquiry include: job, pleasurable hobbies, social
activities, and important personal relationships.

b. Review of psychiatric, marital, family, and military service history, past physical
or sexual abuse, and medication or substance use.

c. Treatment for any prior mental health problems, past psychiatric hospitalizations,
or inability to function in usual life roles.

d. Additional information to the PHQ-9t hat may help diagnose depression and
determine severity of symptoms, such as:

e Medically unexplained physical symptoms
e  Chronic, debilitating medical conditions

e  Current substance abuse/use
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e Decrease in sensory, physical, or cognitive function

e  Victim of current or past physical or sexual abuse or emotional neglect

e  Family history of major depression

e Loss of significant relationship, primary support system, or economic status

e Neurological disorder (e.g., multiple sclerosis, Parkinson’s disease, stroke)
or history of closed head injury

e  Protracted care-giving role for a family member with a chronic, disabling
condition

e  Spousal bereavement and widowhood
e Symptoms or signs of post traumatic stress disorder

e  Mania/hypomania.

e. Review of medications, including prescription drugs and ov er-the-counter drugs
(herbals, nutritionals, vitamins, and body building supplements).

3. Physical examination

a. Appropriate physical exam ination including mental status exam ; in certain
subpopulations (e.g., elderly , traumatic brain injury), a screen for cognitive
impairment is appropriate.

4. Laboratory tests as clinicall y indicated, e.g., com plete blood count (CBC), chemistry
profile, thyroid studies, B 12 and folate assessments, pregnancy screen and toxic ology
screen and an ECG for patients over the age of 40.

DISCUSSION

Obtain a Psychiatric History

Key elements ofthe past  history of depression include: pri or antidepressant use, past
hospitalization for depression or suicidality, and inability to function in usual life roles. Substance
use and misuse can cause and/ or exacerbate depression. Use of scre ening tools (s uch as the
Alcohol Use Disorders Identification Test [AUDIT-C]) can improve detection of substance use
disorders (see the VA/DoD Guideline on Substance Use Disorder).

There is a high likelihood of depression among individuals with past or present physical or sexual
abuse or a history of substance use disorders. Primary care physicians should respectfully ask each
patient direct and specific questions about physical or sexual abuse during the history.

Physical Examination

A brief screening physical examination may uncover endocrine, cardiac, ce rebrovascular, or
neurologic disease that may be exacerbating or causing depressive symptoms. Particularly in the
elderly patient, a full Mental Status Examination (MSE) includes a cognitive screening assessment
that may consist of a standardized instrum ent such as the Folstein Mini-Mental State Examination
(MMSE) (Crum et al., 1993; Cummings etal ., 1993; Folstein etal., 1975) (see the VA/DoD
Guideline on Psychoses). If screening is suggestive of cognitive impairment and the patient is not
delirious, then a laboratory evaluation to assess for reversible causes of dem entia is appropriate.
The depression assessment should be continued (Forsell, etal., 1993). If delirium is present,
consider it an emergency and stabilize the patient before returning to the algorithm to continue with
depressive assessment. Other MSE findings of importance in depression include slow speech,
sighing, psychomotor retardation or agitation, downcast eyes, and little or no smiling.
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Laboratory Evaluation

Use the history and physical exam ination findings to direct a conservative laboratory evaluation.
There is no biomarker test for depression, so testing is directed toward detection of associated
general medical conditions. Appropriate laboratory studies to ru le out medical disorders that m ay
cause symptoms of depression include complete blood count (CBC), chemistry profile, thyroid
studies, and toxicology screen (Rosse et al., 1995). For patients over the age of 40, an ECG may be
useful. In female patients of ¢ hildbearing age, consider a pregna ncy test to guide treatm ent
decisions.

Diagnostic imaging and neuropsychological or psychological testing is not a part of the standard
laboratory evaluation for depression. Proceed with the algorithm while awaiting the completion of
the laboratory evaluation.

Symptom Score (PHQ-9)

BACKGROUND

Brief 2-item depression screens have high sensitivity but poor specificity for MDD, leading to high
false positive rates. Further evaluation is required to establish an accurate diagnosis. Unipolar
depressive disorders may be classified by DSM-IV-TR criteria into: m ajor depressive disorder
(MDD), dysthymic disorder, and depressive disorder not othe rwise specified (DNOS). Since
treatment is linked to diagnosis, it is im portant to determine whether a clinically significant m ood
disorder is present and, if so, to classify the patients accurately into the correct DSM-IV-TR
category.

The nine-item Patient Health Questionnaire (P HQ-9) is a validated self- or interviewer-
administered instrument that assesses DSM-IV-TR criterion symptoms and effects on functioning.
In addition, it can be scored as a continuous m  easure to assess severity and monitor treatment
response. The PHQ-9 can be administered in less than 2 minutes, is simple to score, is easily
understood, and is available in multiple languages.

ACTION STATEMENT

Use a standardized instrument (PHQ-9) to document baseline depressive symptoms,
measure symptom severity, and assist in evaluating treatment response and future
progress.

RECOMMENDATIONS

1. For patients with a positive depression screen orin whom depression is suspect ed,
administer the PHQ-9 as a component of the initial assessment. [B]

2. DSM-IV-TR criteria should be used to diagnose depression. The P HQ-9 assessment tool
combined with a clinical interview should be used to obtain the necessary information about
symptoms, symptom severity, and effects on daily functioning, that is required to diagnose
MDD based on DSM-IV-TR criteria.

3. The PHQ-9 should be used to monitor treatment response at 4 to 6 weeks, after each change
in treatment, and to periodically assessth e patient’s responset o treatment until full
remission is achieved.

(See Appendix B: Screening and Assessment Instruments)

Appendix B - Page 26



The VA/DaD Clinical Practice Guideline for
Management of Major Depressive Disorder

5. DIA

Annotation F

GN
(ON]

Do Medications or Comorbid Medical Conditions Contribute to Symptoms?

TIC WORK-UP

5.1. Do Medications Cause or Contribute to Symptoms?

BACKGROUND
Many prescription or over-the-counter (OT C) drugs contribute to depression. Although there is
little published information on alternative medicines causing depression, consideration should also

be given to herbal, nutritional, vitamin and body building supplements, particularly when
consumed in large doses.

ACTION STATEMENT

Identify patients who may be experiencing depressed symptoms as a side effect of
medication.

RECOMMENDATIONS

1. The diagnostic work-up for MDD should include a review of all presc ription or over-the-
counter (OTC) medications as they may cause or contribute to the depressive symptoms.

2. Consideration should also be given to herbals, nutritionals, vitamins, and body buildi ng
supplements, particularly when consumed in large doses.

3. Consider discontinuing the offending medication as clinically indicated.

Common medications that contribute to or may cause depressive symptoms are presented in Table
3Table 3.

Table 3. Medication-induced Depression or Depressive Symptoms

Medication/ Association | Comment
Class
Beta-blockers +/- Recent, better designed investigations have not supported

earlier findings that beta-blockers increase the risk of
depression. Propranolol and soltalol have side effects labeled as

depression.
Calcium channel +/- An association between CCBs and depression or suicide has
blockers been reported in some studies; other studies have not found an
association.
ACE-inhibitors +/- Conflicting reports of an association; some trials have reported
an improvement in mood
Lipid-lowering +/- A meta-analysis reported an association between cholesterol
agents lowering and suicide, violent, and accidental deaths. It is not

clear whether the increased risk of mortality was secondary to
the lowered cholesterol or the intervention(s). No such
association has been found with the newer lipid-lowering agents
(i.e., the statins)
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Medication/ Association | Comment

Class

Reserpine + Reserpine and the other rauwolfia alkaloids have long been

Clonidine associated with depression. The frequency and strength of

Methyldopa association may have been exaggerated by the high doses used
in the past. Clonidine and methyldopa may also cause sedation
and symptoms of depression.

Corticosteroids + The majority of studies support an association. Corticosteroids,
particularly higher doses, are associated with psychosis and
mania.

Selective +/- Data primarily suggest a lack of relationship between SERMs

estrogen receptor and depression. Confounding by diagnosis (usually breast

modulators cancer) may account for positive links.

(SERM)

NSAIDs + Rare psychiatric symptoms, not limited to depression, have
been seen.

H,-antagonists - No association found in small studies.

Benzodiazepines + Primarily a concern in older patients who use benzodiazepines
chronically or those who abuse benzodiazepines.
Benzodiazepine toxicity, namely sedation, may be mistaken for
depressive symptoms.

Barbiturates + See benzodiazepines.

Topiramate + Known to have CNS effects (confusion and poor concentration)
which may be mistaken for depressive symptoms.

Progesterone +/- Levonorgestrel has not been associated with depression.

implants Medroxyprogesterone acetate has been reported to slightly
increase the risk for depression in one study.

Interferon-a +/- Mixed findings, although it appears that patients with hepatitis
C may be at the greater risk.

Interferon-f - No evidence to support interferon-p causes depression in
patients with multiple sclerosis.

Interleukin-2 + Depressive symptoms along with cognitive problems, fatigue
and appetite changes have been observed and usually appear
early in the course of treatment.

Isotretinoin - A systematic review of nine studies did not find an association
between the use of isotretinoin and depression. Data were
insufficient to establish a relationship between isotretinoin and
suicide.

Varenicline + Chantix is a medicine used to help patients stop smoking.

(Chantix) Chantix may cause worsening of a current psychiatric illness.

Symptoms may include anxiety, nervousness, tension,
depressed mood, unusual behaviors and thinking about or
attempting suicide

Kotlyar et al., 2005; Marqueling et al., 2005; Patten et al., 2004
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5.2. Do Medical Conditions Contribute to Symptoms?

BACKGROUND

Major depression may also be associated with medical illnesses or the patient's perception of his or
her condition. Depressive sy mptoms may be a manifestation of an em ergent medical condition,
such as systemic lupus erythematosis (SLE) and clinical evaluation is nee ded to evaluate for these
emergent conditions. Depression m ay be caused by some medical illnesses (e.g., profound
hypothyroidism) and the de pression may respond to treatment of the m edical condition. M ore
commonly, medical conditions and depressive disorders co-exist. Additionally, there is o ften a
strong association between the level of disability from the medical condition and the depressive
symptom requiring treatment.

ACTION STATEMENT

Identify patients who may be experiencing depressed symptoms as a result of an
underlying medical condition.

RECOMMENDATIONS

1. The diagnostic work-up for MDD should include evaluation for existing or emerging
medical conditions that may exacerbate the depression. These may include:

Cardiovascular diseases

IS

Chronic pain syndrome

e

Degenerative diseases

=

Immune disorders
Metabolic endocrine conditions (including kidney and lung diseases)
f. Neoplasms
g. Trauma
2. Simultaneous treatment is o ften required for both the m edical problem and psy chiatric
symptoms and can lead to overall improvement in function.
Table 4 includes many of the pathobiologies associated with depression.

Table 4. Pathobiologies Related to Depression

Pathology Disease

Cardiovascular diseases Coronary artery disease
Congestive heart failure
Stroke

Vascular dementias

Chronic pain syndrome Fibromyalgia

Reflex sympathetic dystrophy
Low back pain (LBP)
Chronic pelvic pain

Bone or disease related pain

Degenerative diseases Hearing loss
Alzheimer’s disease
Parkinson’s disease
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Huntington’s disease
Other neurodegenerative diseases

Immune disorders HIV (both primary and infection-related)
Multiple sclerosis

Systemic lupus erythematosis (SLE)
Sarcoidosis

Metabolic/endocrine conditions Malnutrition, vitamin deficiencies
(including renal and pulmonary) Hypo/hyperthyroidism

Addison’s disease

Diabetes mellitus

Hepatic disease (cirrhosis)

Chronic obstructive pulmonary disease -
(COPD) or asthma

Kidney disease

Neoplasms Of any kind, especially pancreatic or central
nervous system

Trauma Traumatic Brain Injury
Amputation
Burn injuries

Annotation G Are There Other Co-Occurring Mental Health 1linesses?

5.3. Other Co-Morbid Psychiatric Conditions

BACKGROUND

Other common psychiatric conditions may complicate treatment or put the patient at increased risk
for adverse outcomes. These conditions include bi polar disorder, post traum atic stress disorder
(PTSD), substance use disorder (SUD), suicidality/homicidality, and psychosis.

ACTION STATEMENT

Determine whether other psychiatric conditions are present and may complicate
treatment.

RECOMMENDATIONS

1. Patients presenting to primary care with evidence or suspicion of co-occurring psychiatric
disorders should be offered referral to mental health specialty for evaluation and treatment.
Conditions that should prompt the primary care provider to consider referral include:

a. Extreme weight loss suggestive of anorexia nervosa

b. Extensive history of childhood abuse, unstable or broken relationships, or criminal
behavior starting before or during adolescence, that is suggestive of a personality
disorder

c. A pattern of “binging” (rapida  nd excessive consumption of food) and/or
“purging” (use of self-induced vomiting, laxatives, or diuretics) to control wei ght
that may suggest bulimia nervosa
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d. Frequent and disabling ni ghtmares or flashbacks suggestive of post traum atic
stress disorder

e. Other major mental disorders (e.g., schizophrenia or bipolar disorder) likely to
significantly complicate the primary care management of depression symptoms.

2. Patient presenting with unexplained physical symptoms and depression should be offered
referral to a mental health specialist as these may represent a somatoform disorder.

Assessment for Bipolar Disorder

BACKGROUND

Some patients prese nting with a major depressive episode have bipolar disorder, for which
effective treatment may differ significantly from that for other depressed patients. A past history of
mania or hypomania excludes a patien t from a diagnosis of M DD. These patients may require
referral to a mental health professional. These patients often need a specialist’s treatment and
follow-up, since initiating or titrating routine antidepressant medication can precipitate a manic
episode.

ACTION STATEMENT

Determine if the patient has bipolar disorder.

RECOMMENDATIONS

1. The possible existence of bipolar disorder should be assessed in patients presenting with
depressive symptoms, using a clinical interview or a bipolar questionnaire.

2. Patients suspected to have bipolar disorder should be referred to mental health for diagnosis
and management.

Further information on assessment and screening tools for Bipolar Disorder — see:
http://www.cqaimh.org/stable.html, and VA/DoD Clinical Practice Guideline for Bipolar Disorder

Substance Use Disorder

BACKGROUND

Alcoholism and major depressive disorder are di stinct clinical entities and are not different
expressions of the same underlying condition. Curre nt alcohol consumption can be screened by
asking a few questions that can be easily integrated into a clinical interview.

ACTION STATEMENT

Identify patients who require evaluation and treatment for substance use disorder (SUD).
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RECOMMENDATIONS

1. Patients should be asked about any current or recent use of caffeine, nicotine, alcohol, or
other psychoactive substances. [I]

2. Patients with current alcohol or other drug dependence should be managed according to the
VA/DoD Guideline for Substance Use Disorder. [I]

5.6. Unexplained Symptoms

BACKGROUND

Medically unexplained symptoms of autonomic excitation such as cardiac (che st pain, atypical
chest pain, palpitations, shortness of breat h, hyperventilation), gastrointestinal (epigastric distress,
irritable bowel syndrome), neurologic (headache, dizziness, paresthesias), panic attacks and
frequent emergency room visits for m edically unexplained somatic symptoms may be presented
with depressive symptoms. These can cause significant impairment, suffering, and disability.

When considering depression, the clinician should assess whether the symptoms are causing the
depression or the depression is resulting in ph  ysical complaints. Physical illness may cause
psychosocial distress through a direct biological link, such as through neurotransmitters involved in
both pain and m ental disorders. P hysical symptoms may cause em otional distress by
overwhelming an i ndividual's ability to cope.  Distress may increase unhealthy behaviors that
increase the risk of such symptoms. The disordered sleep and changes in autonomic nervous
system functioning associated with stress may cause t hese symptoms. Finally, both mental
disorders and medically unexplained symptoms (MUS) may be found togethe r in some people,
simply by chance.

Patients diagnosed with MDD m ay also present with complaints of pain. Patients presenting in
primary care may initially complain of pain. After further assessment, the provider may identify an

underlying diagnosis of MDD. T he reverse is also true; patients dia gnosed with MDD may
experience and report symptoms of pain.

ACTION STATEMENT

Determine if the patient has other somatoform disorders.

RECOMMENDATIONS

1. Patients presenting with unexplained physical symptoms and depression should be offered
referral to a mental health specialist as these may represent a somatoform disorder.

2. When referring a patient with possible MDD and unexplained physical symptoms to a
mental health specialist, the primary care provider needs to:

a. Build a trust relationship with the patient
b. Carefully explain the reason for referral before and after it is recommended

c. Set a follow-up appointment for after the referral.
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Are There Symptoms of Depression or Functional Impairment That Do

Annotation H | 5+ \eet DSM IV-TR Criteria For MDD?

6. DEPRESSION NOT OTHERWISE SPECIFIED

BACKGROUND

Depression not otherwise specified (NOS) include s depressive syndromes with fewer than 5
symptoms or of less than 2 weeks duration, thereby failing to meet major depression criteria (DSM-
IV-TR). Although dis orders categorized as depression NOS fail to meet specific diagnostic
requirements for m ajor depression or dysthymia, they, by de finition, still cause “clinically
significant distress or impairment in social, occupational, or other important areas of functioning.”
These depressive states ar e often referred to as “m inor,” “subthreshold,” or “subsyndromal”
depression (see Table 6).

ACTION STATEMENT

Identify patients with a diagnosis of depression not otherwise specified (NOS) and treat
accordingly.

RECOMMENDATIONS

1. Patients with depressive symptoms who do not meet the diagnostic criteria of MDD (less
than 5 symptoms and duration of less than two weeks) should be diagnosed with depression
not otherwise specified (NOS.

2. If the diagnosis of depression NOS is m ade, the primary care provider may consider an
initial approach of “watchful waiting” or a 4 to 8 week trial of support, psychoeducation,
self-help, and exercise.

Table 5. Diagnostic Nomenclature for Clinical Depressive Conditions

DSM-IV-TR Diagnostic Criteria Duration

Major depression > 5 depressive symptoms* (must include either > 2 weeks
depressed mood or anhedonia)

Dysthymia 3 or 4 dysthymic symptomsT (must include > 2 years
depressed mood)

Depression NOS Variables: all included disorders must cause > 2 weeks
clinically significant impairment of daily
functioning but fail to meet the classification for
major depression or dysthymia. Example: minor
depression with 2 to 4 depressive symptoms

*Depressive symptoms are depressed mood, loss of interest in most activities (anhedonia), significant change in weight
or appetite, insomnia or hypersomnia, decreased concentration, decreased energy, inappropriate guilt or feelings of
worthlessness, psychomotor agitation or retardation, and suicidal ideation.

tDysthymic symptoms are generally the same as major depressive symptoms, with the addition of feelings of
hopelessness and the omission of suicidal ideation.
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DYSTHYMIA

BACKGROUND

Diagnosis and Relation to Major Depression

Dysthymia is a chronic mood disorder. To be diagnosed with dysthymia, an individual must report
at least a two-year period during which, for most days, the individual experiences depressed mood
for more than half of the day, along with at least two of the following symptoms:

e Increased or decreased appetite

e Insomnia or hypersomnia

e Fatigue or low energy

e  Poor self-image

e Reduced concentration or indecisiveness

e Hopelessness.

Dysthymia is distinct from major depression due to the longer course (a minimum of two years as
opposed to 2 weeks of symptoms) and lower severity (3 or more symptoms, most days, most of the
time, versus 5 or more symptoms nearly every day). However, the two disorders are often difficult
to distinguish in clinical settings. Som e specific are as of differe ntial diagnosis are chronic
depression, double de pression, and depression in partial remission. Depressive episodes lasting
more than two years are define d as chronic de pression. Int his case, the hi gher severity of
symptoms indicates a dia gnosis of major depression rather than dysthymia. D ouble depression
refers to comorbid diagnoses of both dysthymia and major depression. In this situation, a patient
initially meets criteria for dysthymia (i.e., two years of symptoms that do not meet MDD criteria),
and then develops an episode of major depression in the ¢ ontext of the dysthymic disorder. For
diagnostic purposes, a separate dysthymic disorder is not diagnosed if a patient initially experiences
a depressive episode, and continues to e xperience subsyndromal symptoms following recovery,
even if those symptoms last more than two years. In this case, a diagnosis of major depression in
partial remission is appropriate.

ACTION STATEMENT

Identify patients with a diagnosis of dysthymia and treat accordingly.

RECOMMENDATIONS
1. The diagnosis of dysthymia may be considered in patients who experienced a two-year
period during which, for most days, the indi vidual experiences depressed mood for more
than half the of the day, along with at least two of the following symptoms:
a. Increased or decreased appetite
b. Insomnia or hypersomnia
c. Fatigue or low energy

d. Poor self-image

e. Reduced concentration or indecisiveness
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f. Hopelessness.

Patients who initially experienced a depressi ~ ve episode and continue to experience
subsyndromal symptoms following recovery, should be diagnose d as MDD in partial
remission, even if those symptoms last more than two years.

Primary care providers may consider antidepressant pharmacotherapy or a combined course
of pharmacotherapy and psychotherapy if the patient is diagnosed with dysthymia, though
the evidence suggests that the benefits of psychotherapy, and possibly pharmacotherapy, are
lower than those found in treatment of major depression.

In treating an elderly patient with dysthymia, psychotherapy should be considered, as some
evidence suggests this is more effective than pharmacotherapy in this age group.

Annotation |

Provide Psychoeducation for Self-Management

(See Section 11)

Annotation J

Determine Level of Symptoms Severity of MDD and Functional Impairment

8. SEVERITY CLASSIFICATION OF MDD SYMPTOMS

ACTION STATEMENT

Use evaluation of PHQ-9 scores and functional impairment to determine the level of
severity of MDD symptoms for a patient with MDD

RECOMMENDATIONS

1.

The level of sym ptoms severity of MDD sh ould be determined for the patient wit h
diagnosed MDD based on the patient’s sym ptoms score (PHQ-9) and level of functional
impairment ascertained in the clinical psychiatric interview.

The classification of mild, moderate, or severe MDD should be used to establish a baseline
and track progress as treatment is initiated (see Table 6).

Key symptoms that m ay have im pact on a patient’s functional im pairment should be
considered when using the following classification and may indicate assigning a higher
level of severity than is determined by the PHQ-9 score.
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Severity Level PHQ-9 Functional
Total Score Impairment

Mild MDD 10-14 Mild

Moderate MDD 15-19 Moderate

Severe MDD >20 Severe

Modifiers

Complications Co-occurring PTSD, SUD, psychosis, suicide risk, mania,
significant social stressors, war-related conditions

Chronicity More than 2 years of symptoms despite treatment

Annotation K

Discuss Treatment Options and Patient’s Preferences;
Arrive at Shared Decision Regarding Treatment Goals and Plan

9.

SHARED DECISION AND TREATMENT PLAN

BACKGROUND

Informed decision making is the collaboration between patient and healthcare provider to come to
an agreement about ahea Ithcare decision. Informed decision-making explains the medical
condition, outlines treatment options, and walks th e patient through what to consider about t heir
own care. Prior to the initiation of treatment, the healthcare provider offers the patient information
that will help him or her make a decision about treatment options. The discussion should include:

e  Describe the likely outcomes of the various treatment options
e Discuss what is personally important about the risks and benefits of each option
e Encourage the patient to participate in the decisions about his/her medical care

e Emphasize that no one medical answer is right for all pe ople and that the decisions
that will best serve a particul ar patient often critically depends on the patient's own
preferences and values.

ACTION STATEMENT

Including the patient in decisions about their medical care may increase adherence to
treatment.

RECOMMENDATIONS

1. Patients should recei ve information thatis reasonable forthem about their treatm ent
options.
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2. Patients should be informed about the risks and benefits of each treatment option.

3. Patients should be assessed for their understanding of the ramifications of their choice.

RATIONALE

Selection of an initial treatment for depressed patients should be influenced by both clinical factors
(e.g., severity of symptoms) and the patient’s preferences.

Annotation L

Is there Indication for Referral to Mental Health Specialty?

10. MENTAL HEALTH REFERRAL/CONSULTATION

BACKGROUND

Approximately 10to 20 percent of patients in primary care settings suffer from depressi ve
disorders. Many patients with MDD can be effectively treated in primary care settings . Many
patients with M DD prefer treatment by their primary care providers. However, some patients
present with severe symptoms, co-morbid mental health disorders, or other complications that
require referral and/or consultation with mental health providers. An important issue i n referring
patients to mental health specialists is the communication and coordination of care betwee n
primary care and mental health care providers to assure that patients receive high quality care.

ACTION STATEMENT

Appropriately refer patients with MDD or related disorders to mental health professionals.

RECOMMENDATIONS

1. Patients with severe or complicated depressive disorder should be referred to mental health
specialty care.

2. Patients with depressive disorders may need more advanced specialized management if any
of the following complicating factors that may influence treatment decisions exist:

a. Failure to respond to adequate depression treat ment or othe rwise complicating
treatment

b. A co-existing mental health disorder that significantly complicates treatment (e.g.,
a history of hypomania or a manic episode, post traumatic stress disorder [PTSD],
psychosis, substance use disorder [SUD])

c. A co-existing medical conditiont hat significantly complicates the treatm ent
planning for depression

d. Urgent or unstable psychiatric conditions

e. Personal or family history of suicide attempts or suicidal ideas necessitating
psychiatric hospitalization

f. A past depressive episode involving severe loss of functioning or other life
threatening consequences.

3. The primary care provider should consider consultation with mental health specialists in the
following circumstances:
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a. Unclear diagnosis
b. Failure to respond to 2 or more antidepressants
c. Three months of treatment without desired clinical improvement

d. Need for, or patient request for, psychotherapy or combination of both medication
and psychotherapy

e. Concerns about patient’s adherence to treatment

f. Extreme levels of distress and/or extremely impaired functioning that, int he
primary care provider’s judgment, seem beyond the capabilities of the prim ary
care setting.

4.  When weighing the need for consultation, the primary care provi der should take i nto
account the patient’s preferences and common barriers to e ffective mental health
consultation such as:

a. Patient reluctance to see a mental health care specialist
b. Feasibility for the patient
c. Geographical distance from consultants

d. Length of time to consultant availability.
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Annotation M

Initiate Treatment Strategies Effective for Depression

Table 7. Treatment Strategies

Level PHQ Functional | Initial Treatment Strategies *
Total Score | Impairment
Watchful waiting, supportive counseling; if no
. ) . improvement after one or more months,
Mild >-14 Mild consider use of an antidepressant or brief
psychological counseling
»E‘ Start with monotherapyof either
2 | Moderate 15-19 Moderate antidepressants or psychotherapy, or a
A combination of both
May start with monotherapy of either
antidepressants or psychotherapy, but should
> . L .
Severe 220 Severe emphasize combinationof both or multiple drug
therapy
Complicated SIOJ_DOC(;:]I;E;g frTSD’ Start with combination of medications and
significant social stressors somaic interventions
w
=
y% For mild -start with monotherapy of either
'U .
E -2 yoars of s oo o
Chronicity Sgg;p;;rrtlf;ggglgei t For Mod/Severe - combination of
P antidepressants and psychotherapy or multiple
drug therapy

*Treatment strategy options include:

1. Psychoeducation and self-management (provided to all MDD patients)

2. Watchful waiting

3. Monotherapy (psychotherapy or pharmacotherapy)

4. Combination psychotherapy and antidepressants

5. Treatment of complex patients
6. Somatic treatment

7. Inpatient and residential
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11.1. Psychoeducation and Self-Management

BACKGROUND

The major goals of patient education are improved adherence to treatment and improved outcomes
by eliciting the patient’s active engagement in treatment. There should be 3 focus areas for patient
education: education on the nature of depression, including its co urse and various treatment
alternatives, education focused on adhere nce-enhancement strategies, and education focused on
other self-management strategies.

ACTION STATEMENT

All patients, and when appropriate, family members, should be provided education
regarding depression, its treatment options, and self-management strategies.

RECOMMENDATIONS

1. Psychoeducation should be provided for individuals with depression at all levels of severity
and in all care settings and shou 1d be provided both verbally and with written educational
materials. [I]

2. There should be education on the nature of depression and its treatment options and should
include the following: [I]

a.

b.

Depression is a medical illness, not a character defect
Education on the causes, symptoms, and natural history of major depression
Treatment is often effective and is the rule rather than the exception

The goal of treatment is complete remission; this may require several treatment
trials

Treatment of depression can lead to decreased physical disability and longer life
Education about various treatment options, including thea dvantages and

disadvantages of each, side effects, what to expect during treatment, and the length
of treatment

3. When antidepressant pharmacotherapy is used, the following key messages should be given
to enhance adherence to medication: [B]

a.

Side effects often precede therapeutic benefit, but typically recede over time while
benefits increase

A slight increase in suicid al ideation in the first m onth may occur and patients
should contact their provider if this does occur.

Successful treatment often entails medication and/or dosage adjustments in order
to maximize response while minimizing side effects

Most people need to be on m edication for at least 6 to 12 m onths after adequate
response
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e. Itusually takes 2 to 6 weeks before improvements are seen

f. Continue to take the medication even after feeling better

g. Do not discontinue taking medications without first discussing with your provider
Education focused on treatment adherence should focus on the following: [I]

a. Education on the risk of relap se in general; essentially, that relapse risk is high,
particularly as the frequency of prior episodes increases

b. Education on how to monitor symptoms and side effects

c. Education on early signs and sym ptoms of relapse or recurrence , along with
encouragement to seek treatment early in the event these signs or symptoms occur.

A major goal for the use of self-management strategies is to enhance t he patient’s active
engagement in treatment. A common strategy is for a patient to collaboratively select one
or two self-management goals at atim e to pursue during treatment. Education shoul d
incorporate principles of self-management and may include information and goals related
to:

a. Nutrition — Often patients with MDD do not have a balanced diet. Expert opinion
suggests that diet should be included in the therapeutic content. However, there is
not a robust evidence base that improving diet impacts treatment outcomes. [I]

b. Exercise (see Section 23.1 on Exercise) — MDD is associated with low levels of
exercise. T here is fairly strong e vidence that exercis e often has s ignificant
antidepressant effects. [B]

c. Bibliotherapy (see Section 22.11 on Guided Self-Help) - Bibliotherapy (the use of
self-help texts) may be helpful to patients for understanding their illness and
developing self management skills. Gu ided self-help programs which entail a
cognitive behavioral focus a nd intermittent monitoring and oversight by a health
care professional are significantly more effective than no treatment control and as
effective as more traditionally delivered modes (e.g., individual or group cognitive
behavioral therapy [CBT]). [B]

d. Sleep hygiene — Patients with MDD often have substantial sleep problem s
including insomnia, hypersomnia, and di sturbances ofslee p maintenance.
Education regarding appropriate sleep hygiene shoul d be include d for patients
exhibiting any sleep disturbances. [I]

e. Tobacco use — Tobacco use has been demonstrated to impact on the recove ry of
depression; therefore, patients being treat ed for depression should be advised to
abstain until their sym ptoms remit. Referral or treatment of nicotine dependence
should be considered in patients treated for depression. [I]

f. Caffeine use — Expert opinion suggests that excessive caffeine use may exacerbate
some symptoms of depression such as sleep problems or anxiety symptoms. [I]

g. Alcohol use and abuse — Even low levels of alcohol use have been demonstrated to
impact on the recovery of depression; therefore, patients being treated for
depression should be advised to abstain until their symptoms remit. [I]
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h. Pleasurable activities (see Section 21.5 on Behavioral Activation ) - Depression
has been conceptualized by behavioral theorists as the loss or significant
decrement of reinforci ng activities.  Behavioral activation (the systematic
scheduling and monitoring of pleasurable or reinforcing activities) has been shown
to have significant antidepressant effects. [B]

6. Psychoeducational strategies should be incorporated into str uctured and organized
treatment protocols, which entail structured systematic monitoring of treatment adherence

and response and self-management strategies. [B]

RATIONALE

The evidence suggests that the use of psychoeducation and self-management strategies lead to
improvements in patient active involvement and adherence to treatment.

11.2. Watchful Waiting

BACKGROUND

Watchful Waiting (WW) is defined as prospective monitoring (i.e., 4-8 weeks) of sym ptoms and
disability and is a strategy to be used i n mild cases of depression to differentiate a diagnosis of
major depression from an adjustment disorder, uncomplicated bereavement, or minor depression.

In patients with relatively few depressive symptoms, the diagnosis of m ajor depression or
dysthymia may not be self evident.

ACTION STATEMENT

Careful prospective monitoring of symptoms to determine if they persist or abate is a
supported strategy in patients with relatively few depressive symptoms, prior to initiation

of medication or psychotherapy.

RECOMMENDATIONS

1. In patients with likely adjustment disorder, bereavement or subsyndromal depression rather
than major depression, a period of Watchful Waiting (WW) should be initiated. WW
should only be considered when systematic follow-up assessments can be conducted.

2. Watchful Waiting should inco rporate psychoeducation, general support, and prospective
symptom monitoring over a 4 to 8 week period.

RATIONALE

There isan evidence base that a s ubstantial number of patients with minor or subsyndromal
depression will improve without formal treatments such as antidepressants or  psychotherapy.
Therefore, it is important not to expose patients to the expense or burden of treatments that are not

recommended.
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11.3. Monotherapy

BACKGROUND

MDD or mild-moderate MDD, necessitates the initiation of treatment in order to prevent further
disability, psychic pain and m ortality. A t horough and heartfelt discussion with the patient may
delineate the proper therapy (either the use of an antidepressant or psychotherapeutic intervention).

ACTION STATEMENT

The initial treatment strategy for patients diagnosed with MDD, mild or moderate, should
start with either psychotherapy or a single antidepressant.

RECOMMENDATIONS

1. Patients who are diagnosed with mild-moderate MDD should recei ve an initial trial of
monotherapy that incorporates either an an tidepressant medication or psychotherapy (see
Table 7).

a. Patient preferences, resources, and tolerability of treatment should be considered
in determining the choice between an antidepressant and psychotherapy.

b. Monotherapy should be optimized before proceeding to subsequent strategies by
monitoring outcomes, maximizing dosage (medication or psychotherapy), and
allowing sufficient response time (8-12 weeks).

11.4. Combination Psychotherapy and Antidepressants

BACKGROUND

In the initial treatment of moderate to severe MDD, the conc urrent use of psychotherapy and
antidepressant medication demonstrated statistically significant improvements in outcomes relative
to monotherapy. Combining psychotherapy and antidepressant medication is also one of several
legitimate alternative strategies to partial response or treatment non-response.

ACTION STATEMENT

Combination treatment of antidepressant medication and psychotherapy should be used
for moderate to severe MDD or as a potential strategy for managing patients who have
had partial or non-response to monotherapy.

RECOMMENDATIONS

1. In patients with moderate to severe MDD, the initial treatment strategy should include both
empirically validated psychotherapy and an antidepressant medication.

2. Patient preferences, resources, andtol erability of treatment may overridet his
recommendation in certain circum stances. In these circum stances, more aggressive
monotherapy should be considered as well as adapting treatment when res ponse is not
robust.
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11.5. Treatment of Complex Patients

BACKGROUND

Complex or refractory MDD may require the use of multiple psychotropic medications and
ancillary services in order to maximize symptom reduction and enhance functio n. This level of
care is often requi red in patients with concurrent anxiety or addictive disorders or other mental
health problems. This may include the use of m ood-stabilizing medications, ant ipsychotics,
multiple antidepressants, benzodiazepines, case management, family support, peer support, group
therapy, or mobile treatment units.

ACTION STATEMENT

Certain antidepressants or combinations of psychotropic medications may be required in
severe or refractory cases of MDD.

RECOMMENDATIONS

1. More complex treatment strategies should be limited to patients with a diagnosis of M DD
who are refractory to the above treatment strategies or in com plex cases such as patients
with psychiatric comorbidity.

2. The use of complex treatment strategies should be limited to those with expertise, such as a
mental health provider.

3. The use of complex strategies increases t he burden to patients, the ¢ hance of adverse
events, and costs. The refore, structured monitoring and assessment is critical in the
management of these patients.

11.6. Somatic Treatment

BACKGROUND

There is evidence to support the efficacy of electro-convulsive therapy (ECT) for patients with
refractory MDD. While ECT is efficacious in MDD in general, it is often reserved for more severe
cases based on patient preference, safety, residual side effects and stigma. Vagus nerve stimulation
(VNS) isa relatively novel treatm ent andlac ks astronge vidence base thatallows
recommendations in specific patients. At the time of this gui deline update, transcranial magnetic
stimulation (TMS) is not FDA approved, and will not be addressed in this text.

ACTION STATEMENT

Certain somatic therapies (e.g., ECT, VNS) may be required in severe or refractory cases
of MDD (i.e., during pregnancy, in catatonic patients, and in elderly patients diagnosed
with psychotic depression).

RECOMMENDATIONS
1. Somatic treatment strategies should be prescribed and monitored only by physicians who

have specific training and expertise in the management of treatm ent-resistant depression
and the use of these devices.
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a. Electro-convulsive therapy (ECT) is a recommended treatment strategy for
patients who have failed multiple other treatment strategies.

b. Electro-convulsive therapy (ECT) may bea first line treatm ent for pregnant
women, patients with psychotic depression, catatonic patients, or patients who
have severe self-neglect issues.

c. Vagus nerve stimulation (VNS) is currently FDA approved only for trea tment of
resistant depression for patients who ha ve failed to respond to at least 4 adequate
medications and/or electro-convulsive therapy (ECT) trials.

11.7. Inpatient and Residential Settings

BACKGROUND

Inpatient or residential care settings can be useful in the acute stabilization of patients who have
suicidal or homicidal thoughts or those w ith self-care or neglect concerns, by providing a non-
threatening and safe environment. Inpatient and residential settings often incorporate all of th e
available treatment strategies including psychoe ducation, pharmacotherapy, psychotherapy,
somatic therapies, and case management.

ACTION STATEMENT

Severely impaired patients with MDD may require acute or subacute stabilization.

RECOMMENDATIONS

1. Patients who express suicidal or homicidal thoughts or who are unable to provide basic
self-care should be considered for admission to an inpatient psychiatric unit.

2. Patients with unstable social networks or who lack significant support in the community
may require subacute care in a residential setting.

RATIONALE

Inpatient and residential settings are used to provide acute stabilization and to provide a sa fe
environment. Inpatient care usually lasts no more than 2 weeks and should be linked to ongoing
outpatient or residential care . Residential care can last upto 6to 12 months and provide a
therapeutic environment in whicht he patient can develop a social network, work toward
independence, and learn sufficient coping skills. Residential settings may be particularly warranted
for patients who are homeless.

Annotation N Address Psychosocial Needs

11.8. Psychosocial Issues

BACKGROUND

Psychosocial Rehabilitation services facilitate an indi vidual's restoration to an optimal level of
independent functioning in the community. This involves identifying and accessing resources for
vocational, residential, social/recreational, educa tional and personal adjustment services. The
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nature of the process and the m ethods used differ between settings and the individual’s needs.
Despite these variations, psychosocial rehabilitation is based on a strengt hs perspective which
encourages persons to participate as actively as possible in determining and attaining t heir
psychosocial goals.

ACTION STATEMENT

Psychosocial rehabilitation services should be offered to individuals with MDD who have
significant, unmet psychosocial needs.

RECOMMENDATIONS
1. Individuals with MDD should be assessed for any significant, unmet psychosocial needs or
situational stressors. These include, but are not limited to: [B]
Inadequate or no housing
b. Financial difficulties, especially if unable to meet basic needs

c. Problematic family relationships or situations (including caregiver burden or
domestic violence)

d. Poor social support

e. Religious and spiritual problems

=

Occupational problems
. Difficulties with activities of daily living or instrumental activities of daily living

g
h. Any other acute or chronic situational stressors

2. If unmet psychosocial needs are identified, psychosocial rehabilitation services should be
offered to individuals with MDD at all levels of severity, regardless of population or setting,
and regardless of the type of pharmacotherapy or psychotherapy being administered. [B]

3. Psychosocial rehabilitation services m ay include, but are not limited  to, referrals to
community social service agencies, emergency and transitional housing programs,
vocational rehabilitation, agencies providi ng financial assistance, support groups , senior
centers, and supervised living situations (e.g., foster homes, assisted living facilities). [C]

Annotation O | Complete Assessment of Treatment Response; Review Current Medication; Assess for

Dangerousness

12. TREATMENT RESPONSE

12.1. Assess Depressive Symptoms, Functional Status and Suicide Risk

BACKGROUND

To assess response to treatment, depressive symptoms should be carefully assessed at follow-up
visits. The PHQ-9 is a validated self- or interviewer-administered instrument that assesses DSM-
IV-TR criterion sym ptoms, effects on functioning, and suicidal ideation. In addition, it can be
scored as a continuous measure to assess severity and monitor treatment response. The PHQ-9 can
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be administered in < 2 minutes, is simple to score, has an average reading level, and is available in
multiple languages.

ACTION STATEMENT

Assess depressive symptoms, functional status, and suicide risk to determine treatment
effects.
RECOMMENDATIONS

1. The PHQ-9 should be used to monitor treatment response at 4 to 6 weeks after initiation of
treatment, after each change in treatment, and periodically until full remission is achieved.

(B]

2. In patients who reach full remission, assessment of symptoms should be continued
periodically to monitor for relapse or recurrence. [B]

3. Patients with suicidal ideation should have a careful evaluation of suicide risk. [A]

RATIONALE
The PHQ-9 is a validated instrum ent that is responsive to clinically important changes and aids

treatment decisions by quantifying symptom severity. Assessing treat ment response is critical to
making informed modifications to the treatment plan.

12.2. Tolerability of Treatment

BACKGROUND

Antidepressant medications commonly have adverse effects that may interfere with adherence and
successful treatment.

ACTION STATEMENT

Assess for adverse effects and tolerability after any change of treatment strategy.

RECOMMENDATIONS
1. Using a clinical interview, assess for treat ment burden (e.g., medication side effects or
adverse effects, attending appointments) after initiating or changing tr eatment, when the
patient is non-adherent to treatment, or when the patient is not responding to treatment.

2. Identified side effects should be managed to minimize or alleviate the side effects.

(See Appendix D-2. Antidepressant Adverse Drug Effects: Receptor Affinities and Relative
Comparisons.)
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12.3. Adherence to Treatment

BACKGROUND

Poor adherence to treatm ent and/or premature discontinuation of treatment for de pression is
common and is associate d with poorer outcomes and recurrence. Improved adherence improves
treatment outcomes, but there is insufficient evidence to determine if it reduces recurrence. Several
interventions have been shown to enhance adherence and improve symptom outcomes.

ACTION STATEMENT

Systematically assess adherence to treatment with all depressed patients. Employ
educational and systems interventions to enhance adherence for patients at high risk of
poor adherence. Consider evidence-based psychotherapy in combination with
antidepressant medications.

RECOMMENDATIONS

1. Adherence should be assessed directly and routinely, targeting common reasons for non-
adherence (e.g., side effects, lack of efficacy, feeling better). [B]

2. Providers should give sim ple educational messages regarding antidepressant use (e.g., take
daily, understand gradual nature of benefits, continue even when feeling better, do not stop
without checking with the provider, and specific instructions on how to addres s issues or
concerns) in order to increase adherence to treatment in the acute phase of treatment. [B]

3. In primary care, utilize collaborative care personnel (e.g., nurses, social workers, psychologists)
and systems strategies to enha nce adherence totr eatment beyond theac ute phase.
Collaborative care strategies used by mental health specialists focus on patient educat ion via
systematic in-person or telephon ic follow-up/monitoring to address adherence, relapse
prevention issues and self-management strategies. [B]

4. For patients who are at high risk for non-adherence to antidepressant medication, refer for

psychotherapy to inc rease medication adherence and decrease the chance of tre atment
discontinuation. [B]

12.4. Re-Evaluate Diagnoses and Treatment Strategy for Non-Response

BACKGROUND
In patients who do not respond to an a dequate trial of em pirically proven depression treatment,

potential causes for non-response should be investigated. Th ese may include poor treatm ent
adherence, inaccurate diagnosis, psychiatric or medical comorbidity, or psychsocial stressors.

ACTION STATEMENT

In patients who do not respond to an adequate treatment trial, reconfirm the diagnoses and
assess for concurrent problems that may adversely affect treatment.
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RECOMMENDATIONS

1. In treatment of non-res ponders, the diagnosis of MDD should be reconfirmed and the
patient should be assessed for factors that may contribute to non-response. Referral to
mental health specialty fora comprehensive assessment may be considered. Evaluation
should include:

a. Assessment for existence of psychiatric conditions that may present initially with
depressive symptoms or adversely affect treatment response, including bipolar
disorder, substance abuse, post traum atic stress disorder, generalized anxiety or
panic disorder and in older adults, dementia.

b. Assessment for medical conditions that may present wit h depressive symptoms.
This may require additional history, physical examination, and laboratory testing.
Poorly controlled medical conditions (e.g., chronic pain, congestive heart failure
[CHF)) that may potentiate depression should be treated aggressively).

c. Assessment for psychos ocial problems that may contribute to treatm ent non-
response. Domains assessed m ay include financial, legal, relationshi p, work, or
negative life events.

Annotation P Is the Patient’s Condition Improving and is the Current Treatment Strategy Tolerable?

13. SYMPTOM IMPROVEMENT

BACKGROUND

The goal of tr eatment should be to ac hieve remission. Remission is defined as the absence of
depressive symptoms or the prese nce of minimal depressive symptoms. Response is defi ned as a
50 percent or greater reduction in symptoms (as measured on a standardize d rating scale) and
partial response is typically defined asa25to 50 percent reduction in sym ptoms. For some
standardized questionnaires (e.g., PHQ-9), specific changes in scores have been defined for the
minimum clinically im portant improvement. Patie nts who ha ve not shown at least a partial
response by 4 to 6 weeksa re unlikely to resp ond to that treatm ent. Therefore, a reasona ble
criterion for extending thei nitial treatment is if the patient is tolerating t he treatment and
experiencing clinically significant improvement at 4 weeks of therapeutic dose. For psychological
treatments, response may be delayed, so the decision point for continued treatment may be delayed
to 6 to 8 weeks.

ACTION STATEMENT

Determine if depressive symptoms are significantly improved, defined as a:

- Five-point reduction OR score <10 on the PHQ-9

- Twenty-five % or greater reduction in score on an accepted standardized
instrument.

RECOMMENDATIONS

1. If the patient has shown clinically significant improvement in depressive symptoms, but is
not yet at remission, and if medication has been well tolerated, then continuing to prescribe
and raising the dose is recommended.
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2. Improvement with psychotherapy is often slower than with pharmacotherapy. A decision
regarding progress with psychotherapy and the need to c hange or augment this type of
treatment may require 8 to 10 weeks before evaluation.

Annotation Q | Continue Current Treatment Strategy; Reassess By 4-6 Weeks

14. CONTINUE CURRENT TREATMENT STRATEGY/REASSESS BY 4-6 WEEKS

ACTION ITEM

Ensure patient remains on treatment with desired outcome.

BACKGROUND

A large body of literature studying the effectiveness of either pharmacotherapy or psychotherapy or
both, typically report at least a partial rem ission (50 percent symptom reduction) within four to six
weeks of treatment. Full response , defined as minimal or no symptoms, often requires a longer

duration of treatment and full restoration of psychosocial functioning may take several months.

Patients may discontinue treatment at the four to si x week interval if eit her the symptoms are not
improving or the symptoms have remitted somewhat despite the natural course of the illness. The
four to six week patient visitis an important time to reinforce th e need for continue d treatment,
possible treatment modification, patient education and assessment of adherence.

RECOMMENDATIONS

1. After initiation of therapy or change in medication or dose adjustment, patients should be
monitored in person or by phone on a monthly basis. Clinicians can use these encounters to
assess adherence to medication and psychotherapy, emergence of adverse effects, symptom
breakthrough, suicidality, and psychosocial stress.

Annotation R Full Remission?

15. FULL REMISSION

BACKGROUND

Remission of depressive symptoms is the goal of all antidepressant therapy. Although remission is
recognized as the optim al outcome of tr eatment for depression, remission lacks a universally
accepted definition. This is partly due to thel  ack of objective biol ogic markers or tests that
confirm a response to treatment and no well-defined end points of treatment. Significant symptoms
may still exist even though patients may have a full res ponse as measured by currently available
standardized psychiatric rating scales.  In addition, m any patients may experience marked
improvement in de pressive symptoms, but still have i mpaired psychosocial and work function.
Rating scales define remission in clinical trials, but it is unclear how well these definitions predict
risk of later relapse.
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ACTION STATEMENT

The goal of antidepressant therapy should be the lowest possible degree of depressive
symptomatology in order to minimize risk of later relapse.

RECOMMENDATIONS

1.

Full remission in defined as:
e  PHQ-9 score of 4 or less, maintained for at least 1 month, OR

e Beck Depression Inventory (BDI) score of 10 or less, maintained for at least 1 month,
OR

e  Hamilton Rating Scale for Depression (HRSD) of 7 or less, maintained for at least 1
month.

Annotation S

Continue Treatment to Prevent Relapse

16. CONTINUATION TREATMENT

BACKGROUND

The conclusion of the acute phase of treat ment is remission, which ideally occurs within the first 6
to 12 weeks of therapy. The primary goal of the second phase, the continuation phase, is to sustain
remission and preve nt relapse. Rec urrence of depression aftera first episode is common.
Clinicians should educate patients and their families  to self-assess for sym ptoms and risk for
recurrent episodes. Surveillance for recurrence or relapse should continue indefinitely.

ACTION STATEMENT

Continue antidepressant treatment for at least six months to decrease the risk of relapse
after initial remission is achieved.

RECOMMENDATIONS

In patients with MDD who achieve rem ission with antidepressant m edication, treatment
should be continued at the same dose for an add itional 6 to 12 months to decrease the risk
of relapse. [A]

In patients who achieve remission with psychotherapy, continuation phase psychotherapy
should be considered for patients at higher risk for relapse, taking into account pe rsonal
history, family history, and severity of current illness.

Cognitive behavioral therapy (CBT), Cogn itive Therapy (CT), or Mindfulness-Based
Cognitive Therapy (MBCT) should be used during the continuation phase of treatment with
patients at hi gh risk for relapse (i.e., two or m ore prior episodes, double depression,
unstable remission status) to re duce the risk of subsequent relapse/recurrence. This can
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occur after pharmacotherapy hasende d orasacom bined intervention for patients
continuing pharmacotherapy. [A]

4. Depressive symptoms and functional status should be assessed periodically, more
frequently early in the continuation phase, as this corresponds to the highest risk period for
relapse. [C]

5. A relapse pre vention plan should be developed that addresses duration of treatment,
prognosis, self-management goals, and self-monitoring. [B]

Annotation T Continue Maintenance Therapy in Primary Care

17. MAINTENANCE TREATMENT TO PREVENT RECURRENCE

BACKGROUND

The third pha se, maintenance, targets patients who are at high risk for recurrent depressive
episodes. The maintenance phase begins at the time that the physician considers the patient to be
recovered but still at a risk for recurrence, and it may last many years, perhaps even indefinitely.
Upon complete remission of de pressive symptoms, patients w ho receive continuation phase
treatment of antidepressants (lasting at least 6 months) are less likely to suffer a relapse. Patients at
high risk for recurrence are less likely to recur if t reatment is continued beyond the continuation

phase. Pre venting relapse and recurrence is im portant. Beyond the patient/family suffering,
additional episodes increase the risk for future episodes.

ACTION STATEMENT

Continue antidepressant treatment in patients who recover from depression but are at high
risk for recurrence.

RECOMMENDATIONS

1. Patients should be assessed for risk of recurrence after completing the continuation phase
treatment. [I]

2. Indications for Maintenance:
a. Two or more prior episodes [B], chronic major (> 1 year), or double depression
b. A family history of bipolar disorder and more severe depression as defined by: the
need for hospitalization, strong suicidal ideation or behaviors, longer duration of
symptoms, and more residual symptoms after response to treatment [C]

c. Co-morbid substance abuse/dependence, anxiety disorders [C]

d. Ongoing psychosocial stressors:lo w socioeconomic status, acrim onious
relationship, chronic/severe medical illness [C].

3. Maintenance treatment should be continued at the same dosage that was used during the
continuation phase, and continued for at least 12 months and possibly indefinitely. [A]
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4. Consider maintenance phase psychotherapy for a very select population. [B]

Annotation U Adjust/Modify Treatment

18. ADJUST/MODIFY TREATMENT FOR PARTIAL OR NO RESPONSE

BACKGROUND

The treatment options for patients presenting with MDD include pharm acotherapy, psychological
and behavioral interventions, or a combination of the two. All available antidepressants have been
shown to have superior efficacy compared to placebo. It is widely a ccepted that there are no
differences in overall efficacy between antidepressants.

Onset Response to Treatment
Minimal clinically significant: a change in PHQ score of 25 percent
Response to treatment: PHQ score improvement of 50 percent from baseline
Full Remission
PHQ score of 4 or less, maintained for at least 1 month, OR
Recovery

PHQ score of 4 or less, maintained for at least 6 months

ACTION STATEMENT

The selection of an antidepressant for a patient with MDD should be based on safety, co-
morbid conditions, symptoms, concurrent medication, and previous antidepressant
response.

RECOMMENDATIONS
1. The choice of antidepressant should be based on safety, the patient’s co-morbid conditions,
symptoms, concurrent medication, and previous response: [I]

a. Antidepressants in dosa ge forms that are taken once or twice a day should be
prescribed to enhance patient adherence

b. Antidepressant doses should be increased based on patient tolerance and response

c. An adequate trial to response of an antidepressant is a therapeutic dose for 4 to 6
weeks.

Onset Response

2. Patients who donot tolerate an initial antidepressant prior to responding, should be
switched to a different first-line antidepressant.
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Patients who demonstrate a 25 percent improvement or greater, without achieving
remission, from their baseline PHQ -9 score after 6 weeks of treatment have the follow ing
options:

a. Continue present management and reassess in 4-6 weeks

b. Consider raising the dose in patients who tolerate to accelerate remission
Patients who do not achieve a 25 percent improvement from their baseline PHQ-9 after 6
weeks of medication have the following options:

a. Consider raising the dose in patients who tolerate to accelerate remission

b. Switch to a different first line antidepressant and repeat the process starting at Box
32 of the clinical algorithm

Treatment Response-Remission

5.

6.

Patients who do not achieve remission (a PHQ-9 score < 5) after 8 to 12 wee ks with an
initial antidepressant have the following options:

a. Increase in the dos e, provided the dose has not already been m aximized and is
tolerable

b. Current medication could be augmented with another medication (see #8) or
combined with psychotherapy

c. Switch to a different first line antidepressant and repeat the process starting at Box
32 of the clinical algorithm

Patients who do not achieve remission after 8 to 12 weeks of a second treatment trial using
a first-line antidepressant have the following options available:

a. Current medication could be augmented with another medication (see #8) or
combined with psychotherapy (if not already tried)

b. Consider modifying therapy and restarting the course of therapy with a different
drug, following the steps and options discussed above starting at Box 32

c. Consider a referral to mental health services.

Patients who do not achieve remission after adequate trials of two first-line antidepressants
should either be switchedto anew an tidepressant from a different class (¢ onsider
venlafaxine if notalrea dy tried) or receive augmentation with either medications or
psychotherapy.

Patients who do not achieve rem ission after adequate trials of three different
antidepressants should either recei ve augmentation with either medications or
psychotherapy or recei ve combination antidepressant treatment or electro-convulsive
therapy (ECT).

For a discussion of the evidence regarding antidepressants, see Section 20.
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Step | Patient Condition Options Reassess at:
1 Initial Treatment 2 weeks *
2 Non response to e Increase dose 4 to 6 weeks
initial low dose * e  Consider longer duration
e Switch
e  Consider referral to specialty care
3 Failed second trial of | ¢  Switch 8 to 12 weeks
antidepressant e Augment or combine
e  Consider referral to specialty care
4 Failed 3 trials e Re- evaluate diagnosis and 12 to 18 weeks

including
augmentation

treatment
Consider referral to specialty care

*If treatment is not tolerable, switch to another antidepressant.

19. CARE MANAGEMENT

ACTION STATEMENT

Care management should be considered for patients with MDD who are treated in primary

care settings.

BACKGROUND

Many patients with mild to m oderate major depression prefer treatment by their prim ary care
clinician or will not follow-up for care when referred to specialty mental health care settings. Care
management improves a range of outcomes for these patients

RECOMMENDATIONS

1. Consider 6 to 12 m onths of care management for patients with mild to moderate major

depression. [B]

2. Care management components may be deliver ed by te lephone, should be delivered by
individuals with the relevant training and skill set, and should include: [B]

a. Depression symptom monitoring using a validated inst rument (e.g., PHQ-9) at
each contact

b. Depression education (illness, course, tr eatments, timing of expected t reatment
response, active coping strategies such as exercise and leisure planning)

c. Antidepressant medication monitoring to include tolerability and adherence

d. Initiation of crisis assessment and intervention as needed

e. Care coordination with primary care and mental health clinicians as needed.

3. Care managers should:
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a. Encourage and support regu lar attendance for sche duled visits with medical or
mental health care providers and adherence to psychotherapies or antidepressant
therapies as appropriate

b. Look for possible manic or hypomanic episodes or alcohol/substances abuse to
facilitate referral to mental health

c. Participate in routine clinical review of the care manager caseload and facilitate
feedback of mental health specialist recommendations

20. PHARMACOLOGIC TREATMENT
20.1. General

RECOMMENDATIONS

1. There is insufficient evidence to recommend one antidepressant m edication over another
for all patients.

a. The choice of medication is based on side effect profiles (see Appendix D-2),
history of pri or response, family history ofres ponse, type of de pression,
concurrent medical illnesses, concurrently prescribed m edications, and cost of
medication

b. Generally, selective serontonin reuptake inhibitors (SSRIs) or venlafaxine are first
line antidepressants for patie nts in the pr imary care setting beca use of their low
toxicity and ease of administration relative to other antidepressants

c. Generally, initial doses used for the elderly should be lower than in healthy adults

d. Prior to discontinuing an antidepressant as a failure, providers should ensure that
an appropriate dose titration and target do  se range has been achieved and an
adequate response period allowed (a minimum of four to six weeks)

e. Discontinuation of antidepressant maintenance therapy should be done with a slow
taper, asit may resultina dverse withdrawal symptoms or return of original
depressive symptoms. Tapering should be guided by the elim ination half-life of
the parent compound and metabolites, and by close monitoring of de pressive
symptoms (see Appendix D-3).

20.2. Selective Serotonin Reuptake Inhibitors (SSRIs)

BACKGROUND

All selective serotonin reuptake inhibitors (SSRIs) work at the level of the synapse by blocking
serotonin reuptake but are structurally distinct and have differences inrece ptor binding
characteristics, pharmacokinetics, and side e ffect profiles. Consideration of these differences may
guide the practitioner in selecting one of the SSRIs over another for an individual patient. All
SSRIs are effective treatments for MDD and, excluding fluvoxamine, FDA approved for such.
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ACTION STATEMENT

Selective serotonin reuptake inhibitors (SSRIs) along with the serotonin norepinephrine
reuptake inhibitors (SNRIs), such as bupropion and mirtazapine are considered a first-line
treatment option for adults with MDD.

RECOMMENDATIONS

1. All of the selective serot onin reuptake inhibitors (SSRIs), excluding fluvoxamine, may be
used as first-line agents in the treatment of adults with MDD.

2. Patients who do not remit or are intolerant of one SSRI may be switched to another SSRI or
to another class of antidepressant.

3. Patients who do not remit or are intolerant to two or more SSRIs should be switched to a
different class of antidepressant.

4. Maximizing the dose of an SSRI should be considered for patients who show no response
or partial response.

5. Augmentation may be considered for those who show only partial response to an SSRI.
6.  When SSRIs are prescribed, the following should be considered:
a. The potential for pharmacokinetic and pharmacodynamic drug interactions

b. The potential for discontinuation sym ptoms particularly for the shorter-half life
SSRIs

c. Drug specific side ef fects in selecti ng specific SSRI for patients w ho may be
sensitive to these effects (See Appendix D-2).

7. Avoid paroxetine in pregnant women.

8. When using SSRIs in pregnant women, the potential for increased risk of persistent
pulmonary hypertension of the newborn should be considered.

20.3. SEROTONIN NOREPINEPHRINE REUPTAKE INHIBITORS (SNRIs)

BACKGROUND

The serotonin norepinephrine reuptake inhibitors (SNRIs) venlafaxine and duloxetine are potent
inhibitors of s erotonin and nore pinephrine reuptake and weak in hibitors of dopamine reuptake.
SNRIs, along with the SSRIs, bupropion, and mirtazapine, are considered a first line treatm ent
option for adults with MDD.

ACTION STATEMENT

SNRIs, along with the selective serotonin reuptake inhibitors (SSRIs), bupropion, and
mirtazapine, are considered a first line treatment option for adults with MDD.
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RECOMMENDATIONS

1.

Serotonin norepinephrine reuptake inhibitors (SNRIs) may be used as first line agents in the
treatment of adults with MDD.

Patients who do not remit or are intolerant of an SNRI may be switched to another class of
antidepressants.

SNRIs may be considered as a treatm ent option in patients who have not rem itted to
treatment with one orm ore second ge neration antidepressants (SSRIs, bupropion, or
mirtazapine).

SNRIs should be initiated at a low dose to  improve tolerability and th en increased to an
effective dose.

Maximizing the dose of venlafaxine may be considered for patients who show no response
or a partial response to antidepressant treatment.

Augmentation may be considered for patients who show no response or a partial response
to antidepressant treatment.

Consider the potential for drug interactions with this class.
Consider the potential for discontinuation symptoms with this class.

Avoid duloxetine in patients with s ubstantial alcohol use or evi dence of chronic liver
disease.

20.4. Buproprion

BACKGROUND

Bupropion’s mechanism of action di ffers from other antidepressants since it primarily affects
dopamine and norepinephrine pathways. Because of its unique mechanism of action, bupropion’s
adverse event profile differs from other antidepressants. Bupropion can also be used to augment
(in combination with) other antidepressants and is a treatment option for smoking cessation.

ACTION STATEMENT

Bupropion, along with the selective serotonin reuptake inhibitors (SSRIs), serotonin
norepinephrine reuptake inhibitors (SNRIs) and mirtazapine, is considered a first-line
treatment option for MDD.

RECOMMENDATION
1. Bupropion is a treatment option for patients with MDD for whom a first-line antidepressant
is appropriate.
2. Bupropion is an augmentation option for patients who h ave partially responded to a
different antidepressant but have not achieved remission.
3. Patients should be titrated to the dose of bupropion that is effective and tolerable without

exceeding the maximum recommended daily dose. (See Appendix D-1)
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4. Bupropion should be considered as an alt ernative antidepressant for patients who have
experienced intolerable sexual side effects with other antidepressants.

5. Bupropion may be considered for patients for whom weight gain would be problematic or
for patients who experienced intolerable weight gain with another antidepressant.

6. Bupropion may be considered for patients with MDD who desire to stop smoking.

7. Bupropion shouldnot be prescribed to patients with a history of seizure disorder or
anorexia nervosa or bulimia.

20.5. Mirtazapine

BACKGROUND

Mirtazapine increases the re lease of nore pinephrine and serotonin via its actiona s a central
presynaptic alphay-adrenergic agonist. Mirtazapinea Iso antagonizes 5-HT ; serotonin, H;
histamine, and peripheral alpha |-adrenergic and m uscarinic receptors. Because of its unique
mechanism of action and pharmacologic profile, mirtazapine’s adverse event profile differs from
other antidepressants, most notably in its sedative properties at lower doses.

ACTION STATEMENT

Mirtazapine, along with the selective serotonin reuptake inhibitors (SSRIs), serotonin
norepinephrine reuptake inhibitors (SNRIs) and bupropion, is considered a first-line
treatment option for MDD. Mirtazapine can also be used in combination with other

antidepressants.
RECOMMENDATION

1. Mirtazapine isatreatm ent option for patients with MDD for ~ whom a first-line
antidepressant is appropriate.

2. Mirtazapine in combination with another antidepressant is a treatment option for patients
who have not achieved remission after several trials with a first-line antidepressant.

3. Mirtazapine’s dose should be titrated to a  dose that is effective a nd tolerated without
exceeding the maximum recommended daily dose. (See Appendix D-1)

4. Mirtazapine is a treatment option for patients who have experienced intolerable sexual side
effects with other antidepressants.

5. Mirtazapine should be avoided in patients for whom weight gain would be problematic.
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20.6. Tricyclic & Tetracyclic Antidepressants (TCAS)

BACKGROUND

TCAs inhibit reuptake of nore pinephrine and/or serotonin at the pres ynaptic neuron, but are
predominately adrenergic reuptake inhibitors. TC As appear to be equally efficacious, but have
major differences in their side-effect profile.

Contraindications to TCAs include:

e Hypersensitivity to any tricyclic drug (c ross-reactivity may occ ur within a chemically
related group such as TCAs)

e  Acute recovery phase following myocardial infarction (MI).

TCAs should be avoided for patients with the following clinical condi tions unless c onsultation
from an appropriate specialist guides therapy:

e  Angle-closure glaucoma or increased intraocular pressure

e History of urinary retention or urethral spasm

e Cardiovascular disease (CVD) including coronary heart disease (CHD) with ECG
abnormalities, conduction abnormalities including bundle branch bl ock, paroxysmal
tachycardia and/or orthostatic hypotension

e Patients at risk for suicide

e Patients with cognitive impairment (anticholinergic effects may slow cognition or cause
delirium)

e Concomitant use of TCAs and MAOIs.

The most common side effects of the TCAs include anticholinergic effects (dry mouth, blurred
vision, increased intrao cular pressure, constipation, urinary retention); cardiovascular effects
(orthostatic hypotension, syncope, tachycardia, arrhythmias), CNS effects (sedation, confusion);
weight gain (especially with amitriptyline and doxepin); and sexual dysfunction. TCAs can also
decrease seizure threshold.

RECOMMENDATIONS

1. TCAs may be considered agents for certain patients who do not respond to two or more
trials with first line antidepressants or who have previously achieved remission with TCA.
[B]

2. TCAs should beuse d cautiously inthe elderly. Ift he use of TCAs is neces sary,
nortriptyline and desipramine should be considered first. Due to increased side effects (e.g.,
CNS, anticholinergic, cardiovascular effects) associated with amitriptyline, imipramine and
doxepin, the primary care physician should avoid the use of these agents in elderly patients.

3. TCAs should be used cautiously in patients who are at high risk for suicide.

4. Therapeutic response and dosing with a TCA m ay vary am ong patients due to both
pharmacokinetic (e.g., enzyme induction by sm oking), and pharmacodynamic (e.g.,
increased sensitivity in the elderly) differences.

5. Therapeutic plasma concentrations s hould be monitored. Of t he various TCAs, plasma
concentration for desipramine, imipramine, and nortriptyline are best established. Although
amitriptyline has bee n extensively studied, no clear re lationship between response and
plasma level has emerged. The use of therapeutic blood concentration can be of value in
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particular clinical instances, such as in patients who donot  respond to or com ply with
therapy, patients on com bination therapy, elderly patients, or patients with suspected drug
toxicity.

20.7. Monoamine Oxidase Inhibitors (MAOQOIs)

ACTION STATEMENT

Monoamine oxidase inhibitors (MAOIs) are considered a treatment option for adults with M DD
who have not achieved remission after trials with other antidepressants such as selective serotonin
reuptake inhibitors (SSRIs) and serotonin norepinephrine reuptake inhibitors (SNRIs).

BACKGROUND

While the mechanism of action of MAOIs as antidepressants is not completely understood, down
regulation of B-adrenoreceptors, al and a2 adrenoreceptors, and serotonin-1 and serotonin-2
receptors as a result of MAO-B bl ockade are likely responsible for their antide pressant effects.
MAOIs may be effective in patients who do not respond to treatment with other antidepressants,
but their re quirement for dietar y restrictions, adve rse effect profile and propensity for drug
interactions limit their use. The MAOIs include t hree oral agents (isocarboxazid, phenelzine, and
tranylcypromine) first introduced to the market in the late 1950s or early 1960s and a transdermal
formulation of selegiline first marketed in 2006.

RECOMMENDATIONS

1. MAOIs may be considered a treatment option for adults with MDD who have not achieved
remission on other antidepressants.

2. Patient education must include dietary and drug restrictions, including the requirement for a
tyramine-restricted diet with all monoamine oxidase inhibitors (MAOIs) (with the exception
of the lowest strength of the selegiline transdermal patch) to avoid a hypertensive crisis.

3. Avoid concurrent use with othe r medications with serotonergic effects (e.g., other
antidepressants, triptans, meperidine, tramadol, propoxyphene, dextromethorphan) due to
the risk of serotonin syndrome.

4. Avoid concurrent use with stim ulants, vasoconstrictors and other medications with
adrenergic effects due to the potential for hypertensive crisis.

5. Allow adequate wash-out periods following treatment with other antidepressants or other
drugs that interact with MAOIs based on half-life (e.g., 5 weeks after stopping fluoxetine
therapy before starting an MAOI).

20.8. Augmentation

ACTION STATEMENT

Augmentation with medication may be considered for patients who have had a partial
response to antidepressant monotherapy at a therapeutic dose after at least 6 weeks. The
augmenting medication selected should be based on the patient’s current medications
(including antidepressants), co-morbid conditions, and adverse effect profile.
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BACKGROUND

Augmentation is useful for patients who have demonstrated a partial response tolerance to an
antidepressant and wis h torem ain ont hat agent instead of switching to adi fferent agent.
Augmentation can be introduced at any place in therapy, after a partial response to an initial agent
or a partial response after several trials of monotherapy. Clinicians m ay want to consi der
augmentation prior to trials with a tricyclic antidepressant or monoamine oxidase inhibitor.

RECOMMENDATIONS

1. Augmentation can be introduced atany point int herapy, provided the patient has
demonstrated a partial response to an existing antidepressant

2. Bupropion SR and anxiolytic buspirone are the preferred initial augmentation strategies
given their ease of use and lower risk of toxicity.

3. The atypical antipsychotics, with t he exception of clozapine, can be considered as an
alternative augmentation strategy, but should only be considered when other m ore
established augmentation agents have either failed to resultin remission or are
contraindicated.

20.9. Psychostimulants

BACKGROUND

The psychostimulants, including the amphetamines and methylphenidate, are believed to exert their
pharmacologic effects through neuronal release of dopamine and norepinephrine and by blocking

the re-uptake of catecholamines. Methylphenidate and the amphetamines are available in a variety
of controlled-release, sustained-release formulations designed to extend the dosing interval to every
12 or 24 hours; howe ver, these form ulations have not been studied in patients with MDD or
depressive syndromes and are prim arily intended for children with ADD or ADHD. All of the

psychostimulants can increase heart rate or blood pressure, or provoke or induce anxietyand abuse.
All are Schedule II drugs with the exception of modafanil which is Schedule IV.

ACTION STATEMENT

The psychostimulants including the amphetamines are not appropriate as monotherapy for
the treatment of MDD. Psychostimulants may have a role as augmentation agents or in
the treatment of other forms of depression such as in the medically-ill elderly or post-
stroke patients.

RECOMMENDATIONS

1. The psychostimulants may have a role as augmentation agents, although the evidence is
stronger in support of other augmentation agents.

2. The psychostimulants may be useful as monotherapy for patients who are demoralized,
apathetic or physically inactive; specific patient populations are the medically ill elderly or
post-stroke patients.

3. Methylphenidate is the most studied and preferred psychostimulant.

4.  Only the immediate-release formulations of psychostimulants should be prescribed.
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5. Patients receiving psychostimulants should have their heart rate a nd blood pressure
monitored. Psychostim ulants should not be prescribed for patients with uncontrolled
hypertension or cardiovascular disease.

6. Psychostimulants are best avoided in patients with a ¢ o-morbid anxiety or for those in
whom anxiety is a significant symptom of their depression.

21. PSYCHOTHERAPY
21.1. General Approach

BACKGROUND

There are several short term psychot herapy interventions that ha ve evidence of efficacy in the
treatment of major depression. The m ost well studied interventions are cognitive behavioral
therapy (CBT), interpersonal psyc hotherapy (IPT),an d problem-solving therapy (PST). In
addition, classes of treatm ent related to CBT have recently begunto be tested. Behavioral
activation (BA) is derived both from CBT and from earlier behavioral therapy (BT) models, while
mindfulness-based therapies (MBT) have evolved from an integration of cognitive and beha vioral
interventions with mindfulness and acceptance techniques.

ACTION STATEMENT

Evidence-based short-term psychotherapies (cognitive behavioral therapy [CBT],
interpersonal psychotherapy [IPT], and problem-solving therapy [PST]) are recommended
treatment options for major depression. Other psychotherapies are treatment options for
specific populations or are based on patient preference.

RECOMMENDATIONS
1. First-line psychotherapies (cognitive beha vioral therapy [CBT], interpersonal
psychotherapy [IPT], and problem-solving therapy [PST]) are recommended for the
treatment of uncomplicated major depression: [A]
a. PST is recommended for psychotherapy provided in a primary care setting [A]

b. Treatments should be delivered by providers trained in the specific technique [B]

c. For severe depression (Hamilton rating scale for depression [HRSD] >20 or
equivalent):

e Behavioral Activiation (BA) is a recommended treatment [B]
e CBT is a treatment option [B]

2. The recommended courses for first line psychotherapies (CBT, IPT, PST) are:
a. CBT and IPT: 16 to 20 sessions over approximately 16 weeks [A]

b. PST: six sessions over 3 months [A]
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3. In patients wi th a history of suicide attem pts, CBT is a recommended treatm ent for
reducing risk of suicide attempts. [B]

4. For patients with severe, recurrent or chronic major depression, or double depression
combination, CBT and pharmacotherapy are recommended treatments. [A]

5. For older patients with chronic MDD, combination dialectical behavior therapy (DBT) and
pharmacotherapy is the recommended first-line treatment intervention. [B]

6. For older patients who have recently become caregivers fora disabled family member,
short-term psychodynamic psychotherapy (SDPP) is the recommended first-line treatment
intervention. [C]

7. For pregnant and postpartum women, CBT and IPT are the rec ommended first-line
treatment interventions. [B]

8. For patients with comorbid depression and relationship distress, couples/marital-focused
therapy (CFT) is the recommended first-line treatment intervention. [B]

21.2. Cognitive Behavioral Therapy (CBT)

BACKGROUND

Cognitive behavior therapies (CBT) are i nterventions that treat MDD by teaching patients to
modify both thinking and behavior. Patients learn to track their thinking and activities and identify
the affective and behavioral consequences of those thoughts and activities. Patientst hen learn
techniques to change thinking that contri butes to depression and schedule activities to im prove
mood. Primary therapeutic techniques of CBT include education of the patient about the treatment
model, collaboration bet ween the patient and ther apist to choose goals, identifying unhelpful
thoughts and developing experim ents to test the accuracy of s uch thoughts, and guided discovery
(facilitating the patient in identifying alternative beliefs through the use of questions designed to
explore current beliefs that e xacerbate depression). In addition, treatment incorporates structured
practice outside of the session, including s cheduled activities, mood tracking, thought recording
and challenging, and interpersonal skills practice.

ACTION STATEMENT

Individual CBT is a recommended treatment option for adults with major depression.
CBT may be combined with pharmacotherapy for patients who do not respond to
monotherapy.

RECOMMENDATIONS

1. Sixteen to 20 sessions of individual CBT for major depression is a recommended treatment
option, including postpartum or older patients. [A]

2. CBT group is an option for treatment of major depression. [B]
3.  For severe major depression, CBT alone is a treatment option. [B]

4. For severe, recurrent (3 or more episodes) or chronic major depression, CBT in
combination with pharmacotherapy is a recommended treatment option. [A]
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21.3. Interpersonal Psychotherapy (IPT)

BACKGROUND

Interpersonal psychotherapy (IPT) is derived from attachment theory and treats MDD by focusing
on improving interpersonal functioning and exploring relationship-based difficulties. IPT

addresses the connection between patients’ feelings and current difficulties in their relationshi ps
with people in their life by targeting four primary areas - interpersonal loss, role conflict, role

change, and interpersonal skills. However, psychotherapy research is not clear on the classification
of interpersonal therapy. In  some systematic reviews, it is classified as a psyc hodynamic
intervention and in others as a cognitive behavioral intervention.

ACTION STATEMENT

Individual Interpersonal Psychotherapy (IPT) is a recommended treatment option for
adults (including older adults and pregnant women) with uncomplicated mild to moderate
major depression.

RECOMMENDATIONS

1. Sixteen to 20 sessions of interpersonal psychotherapy (IPT) is a rec ommended treatment
option for mild to moderate MDD. [A]

2. IPT in the treatment of mild to moderate MDD should be delivered by clinicians trained
specifically in the delivery of IPT. [C]

3. IPT combined with pharmacotherapy is a treatment option for patients who do not respond
to either monotherapy. [B]

21.4. Problem-Solving Therapy (PST)

BACKGROUND

Problem-solving therapy (PST) is defined asa discrete, time limited, struct ured psychological
intervention that focuses on learning to cope with specific problem areas and where:

e  Therapist and patient work collaboratively to identify and prioritize key problem areas, to
break problems down into specific, manageable tasks, to problem solve, and to develop
appropriate coping behaviors for problems. The intervention is short-term and the mode
of action is hypothesized as  skills acquisition. Thein tervention can be delivered
effectively in primary care s ettings by general practitioners or nurses. This treatm ent
modality is, in fact, where there is the strongest quality evidence.

ACTION STATEMENT

Problem-solving therapy (PST) is the recommended treatment for uncomplicated mild to
moderate major depression particularly in primary care settings.
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RECOMMENDATIONS

1. Six sessions of individual problem-solving therapy (PST), administered over 3 months, in a
primary care setting, with or without antidepressant therapy (depending on other factors) is
a recommended treatment option for patients with uncomplicated mild to m oderate MDD,
including older adults. [A]

21.5. Behavior Therapy/Behavioral Activation (BT/BA)

BACKGROUND

Behavior therapy (BT) for major depression refers to a class of psychotherapy interventions which
treat MDD by teaching patients to i ncrease rewarding activities. Patients learn to track their
activities and identify the affective and behavioral consequences of those activities. Patients then
learn techniques to schedule activities to im prove mood. BT em phasizes training patients to
monitor their sym ptoms and beha viors to iden tify the relations hips between them. Prim ary
therapeutic techniques of BT include collaborative empiricism (the therapist and patient working
together to increase rewarding behaviors) and functional analysis of obstacles to activities. In
addition, treatment incorporates structured practice outside of th e session, i ncluding scheduled
activities, mood tracking and interp ersonal skills practice. Beha vioral Activation (BA)is a
particular version of BT which targets the link between avoidant behavior and depression and
expands the treatment component of behavioral activation.

ACTION STATEMENT

Behavior Therapy (BT), including Behavioral Activation (BA), is a recommended
treatment option for adults with major depression. It may be considered as a first line
treatment for patients with severe depression who do not tolerate pharmacotherapy.

RECOMMENDATIONS

1. Individual Behavior Therapy/Behavioral Activation (BT/BA), is a treatm ent option for
patients with mild to moderate MDD. [A]

2. Sixteen to 24 sessions of individual Behavior Therapy/Behavioral Activation (BT/BA) may
be offered to patient s with severe MDD, especially ifth ey are not able to tolerate
pharmacotherapy (including pregnant, postpartum, or older patients). [B]

3. Individual Behavior Therapy/Behavioral Activation (BT/BA) may be particularly useful in
primary care settings, due to the potentially brief nature of the approach and the relat ive
ease in learning how to effectively implement it. [I]

21.6. Couple/Marital-Focused Therapies

BACKGROUND

Couple/marital-focused therapy (CFT) is a theory -based time-limited psychological intervention
that aims to help pa rticipants understand the effects of their actions on one a nother, on t heir
relationship, and on depression symptoms and other problems. CFT aims to change interactions to
be more supportive and less c onflictual. Candidates for CFT for depression are couples who have
at least one partner who has depression as well as marital distress. CFT is often variable, but often
entails 15 to 20 sessions delivered over 5 to 6 months.
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ACTION STATEMENT

Couple-focused therapy (CFT) is a recommended treatment option for mild to moderate,
uncomplicated depression for patients concurrently experiencing marital distress.

RECOMMENDATIONS

1. Couple-focused therapy (CFT) is a treatment option for MDD if at least one member of the
couple is experiencing depression as well as marital distress. [C]

21.7. Client-Centered Counseling

BACKGROUND

The term counseling has historically been synonymous with patient or client-ce ntered, non-
directive therapy that had its origins with Carl Rogers (has also been known as R ogerian, non-
directive, supportive, and/or Humanistic psychotherapy). The approach posits that people can self-
heal and/or solve their problems on their own under the right conditions; conditions provided by
the therapist. These “necessary and sufficient conditions for the rapeutic change” espoused by
Rogers include high positive rega rd for the patient, therapist sincerity and ge nuineness, and
empathic understanding of the patient’s concerns. Patient-centered or non-directive therapists
demonstrate these therapeutic conditions by actively listening to the patient’s problems and helping
him/her clarify major areas of concern, but leaving decisions to the patient without giving advice or
providing interpretations. Over time, the term counseling has come to have a m ore generic
meaning for a variety of short-term psychol ogical interventions that may utilize other therapeutic
strategies or techniques (e.g., psychodynamic and cognitive behavioral). There does, however,
tend to be a retained emphasis on self-healing and patient empowerment.

ACTION STATEMENT

Consider the use of counseling for adults with mild to moderate MDD for short-term
symptom reduction.

RECOMMENDATIONS

1. Counseling may be considered for achieving short term reduction in depressive symptoms
for adults with mild to moderate MDD of recent onset. [C]

21.8. Acceptance and Mindfulness

BACKGROUND

Mindfulness-based or acceptance-based interventions (referred to subsequently as Mindfulness -
based interventions or MBIs) for major depression are treatments that emphasize non-judgmental
awareness of both internal experiences and external factors, in addition to behavioral and cognitive
interventions to reduce distress. Specific versions of MBI include dialectical behavior therapy
(DBT), mindfulness-based cognitive therapy for relapse prevention (MBCT), and acceptance and
commitment therapy (ACT). While these models integrate tec hniques that are derived from
spiritual practices (particularly Zen Buddhism), the models themselves have arisen from behavioral
(DBT, ACT) or MBCT theories of psychopat hology, and are not inherently spiritual practices.
Models vary on the level of integration bet ween traditional CBT interve ntions and mindful ness-
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based skills, buti n general there is trai ning in mindfulness meditation, imagery, experiential
exercises, and othe r techniques that aid patient s in experiencing effect without necessarily
attempting to change it. A key feature of these interventions is acceptance rather than avoidance of
emotional pain. This accepta nce is thought to reduce affective symptom severity. With regard to
cognitions, unlike cognitive therapy, MBCT does not so much seek to modify or eliminate

dysfunctional thoughts as to becom e more detached or less wrapped up in them . To facilitate
effective behavior change, MBIs emphasize identification of personal values and learning to act
based in pursuit of those values in spite of inevitable dist ress as opposed to having behaviors be
focused on avoiding pain and adversity.

ACTION STATEMENT

Modified dialectical behavioral therapy (DBT) is an option for an adjunctive treatment to
pharmacotherapy for major depression in older patients. [C]

RECOMMENDATIONS

1. Twenty-eight sessions of dialectical behavi oral therapy (DBT) skills training cl  ass,
supplemented by weekly phone coac hing, may be offered as an augm entation strategy to
pharmacotherapy for older patients with MDD. [C]

21.9. Short-Term Psychodynamic Psychotherapy

BACKGROUND

Short-term psychodynamic psychotherapy (SDPP) is derived from psychoanalysis and longer term
psychodynamic psychotherapy. SDPPisd efined asp sychodynamic psychotherapy of
approximately 10 to 20 weeks duration. It focuses on the patient gaining insight into unconscious
conflicts as they are manifested in the patient’s life and relationships, including his/her relationship
with his/her therapist (i.e., transference). It is thought that these conflicts have their origin in the
past, usually childhood relationships to parental figures. Patien ts gain insight into and work
through such conflicts through exploration of their feelings along with interpretations offered by
his/her therapist. Of note, one intervention that can be considered a SDPP, interpersonal
psychotherapy (IPT) is described in a separate annotation because it has a distinct body of literature
(see [PT above).

ACTION STATEMENT

Short-term psychodynamic psychotherapy (SDPP) is an option for treating mild to
moderate MDD in an outpatient mental health setting.

RECOMMENDATIONS

1. Short-term psychodynamic psychotherapy (SDPP) may be c onsidered for achieving
reduction in depressive symptom s for mild to m oderate MDD in adults, depending on
patient preference and on the presence of other complex comorbidities. [C]
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21.10. Computer-Based Cognitive Behavioral Therapy (CCBT)

BACKGROUND

Computer-based cognitive behavioral therapy (CCBT) is a structured program of care which seeks
to replicate the care provided by a therapist following a standard CB T program. The standard
structure typically includes an in troduction to the program, including how to progress through it,
systematic brief monitoring contacts (6 - 12 weekly sessions), to include telephoni, and general
availability for consultation as needed. This intervention can be offered alone or as an adjunctive

intervention to traditional psychotherapy or pharmacotherapy.

ACTION STATEMENT

Computer-based cognitive behavioral therapy (CCBT) may be an effective alternative
option to traditional individual or group psychotherapy. [B]

RECOMMENDATIONS

1. Consider offering computer-based cognitive behavioral therapy (CCBT) to adults with mild
to moderate depression as an alternative to standard psychotherapy, particularly when the
latter is not readily accessible, or as an adjunctive intervention combined with standard
psychotherapy or pharm acotherapy, with the goal of reducing depressive sym ptoms and
achieving remission. [B]

21.11. Guided Self-Help

BACKGROUND

Guided self-help (GSH) is defined as a self-administered intervention designed to treat depression;
it makes use of a range of books or a self-help manual, which are based on an evidence-base d
intervention and designed specifically for sel f-help utilization. A healthcare professional or
paraprofessional could facilitate its utilization by i ntroducing it and m onitoring the patient’s use
and response to it. Contact is limited, usually not lasting beyond 3 contacts.

ACTION STATEMENT

Consider guided self-help (GSH) interventions for mild to moderate depression.

RECOMMENDATIONS

1. Guided cognitive-behavioral-based self-help interventions of 6 to9 weeks duration,
entailing brief monitoring and oversight by a healthcare professional or paraprofessional,
may be offered to adult patients with mild to moderate major depression in order to reduce
depressive symptoms and hopefully achieve remission, particularly if traditional cognitive-
behavioral treatment options are not conveniently accessible. [B]
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22. SOMATIC TREATMENT INTERVENTIONS

22.1. Electroconvulsive Therapy (ECT)

BACKGROUND

Electroconvulsive therapy (ECT) has advanced in terms of its importance in treating severe MDD,
especially in its psychotic and tre atment-resistant forms. Refinements in anesthetic, physiologic
monitoring, stimulus control, and neuromuscular blockade techniques are largely responsible for
the advances and have contributed to ECT’s improved safety profile.

ACTION STATEMENT

Electroconvulsive therapy (ECT) should be considered in patients with severe MDD who
cannot tolerate, or have not responded to, several trials of antidepressant treatment, unless
the patient has significant co-morbid medical conditions that would increase the risks of
ECT (e.g., recent myocardial infarction or intracerebral hemorrhage, currently taking
MAUOISs, or retinal detachment).

RECOMMENDATIONS

1. Electroconvulsive therapy (ECT) should be considered in patients with severe MDD and
any of the following conditions: [A]

a
b.

C.

h.

Catatonia or other psychotic symptoms
Severe suicidality
A history of prior good response to ECT

Need for rapid, definitive treatment response on either medical or psychiatric
grounds

Risks of ot her treatments outweigh the ri sks of ECT (i.e., comorbid medical
conditions make ECT the safest treatment alternative)

A history of poor response to multiple antidepressants

Intolerable side effects to all classes of a ntidepressant medications (e.g., seizures,
hyponatremia, severe anxiety)

Patient preference.

2. In patients with the following potential contraindications for electroconvulsive therapy
(ECT), the trade-off between risk and benefit must be weighed for each individual: [B]

a.

Space-occupying cerebral lesion or other conditions resulting in elevated
intracranial pressure confers added risk of brainstem herniation

Significant cardiovascular problems such as recent myocardial infarction, severe
cardiac ischemic disease or profound hypertensive illness

Recent intracerebral hemorrhage, or patients with blee ding or unstable vascular
aneurysms or malformations
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Degenerative diseases of the axial or appendicular skeleton - use of anesthetic and
muscle relaxant techni ques have a dded to the safety profile of ECT in these
individuals.

Patient currently taking monoamine oxidase inhibitor medication (MAOI).
MAOIs should be disconti nued two weeks prior to initiating ECT i n order to
prevent a possible hypertensive crisis.

Patient currently taking lithi um may develop a neurotoxic syndrome marked by
increased mental confusion, disorientation, and unresponsiveness

Retinal detachment
Pheochromocytoma

High anesthesia risk — American Society of Anesthesiologists level 4 or 5.

3. Electroconvulsive therapy (ECT) should be considered a short-term therapy that requires
maintenance treatment with antidepressants or if antidepressants are not tolerated, repeated
treatment with ECT. [A]

4. Thereis

insufficient evidence to recommend for or against ECT in the elderly. [I]

22.2.Vagus Nerve Stimulation (VNS)

BACKGROUND

Vagus nerve stimulation (VNS) for treatment of depression involves implanting a device that sends

electrical pulses

to the brain. The device consists of three parts: 1) a pulse generator implanted

under the skin in the chest wall, 2) two electrodes that are wrapped around the vagus nerve, and 3)
a programming wand for non-invasive programming of the device. This device was first approved
by the FDA for treatment of refractory epilepsy. In patients with refractory epilepsy who received

a VNS, itwas
depression.

noted that theirm ood improved, thus leadingto c onsideration of VNS for

ACTION STATEMENT

Vagus nerve

stimulation (VNS) has not been demonstrated to be safe and effective and

should not be routinely considered in patients with treatment resistant depression.

RECOMMENDATIONS

1. Vagus nerve stimulation (VNS) should not be routinely considered for patients with severe
treatment resistant depression. [D]

23. OTHER TREATM

23.1. Use of Exercis

BACKGROUND

ENT INTERVENTIONS

e to Reduce Depression

Exercise has been associated with health and im provements in well-being. There is evidence to

support the use

of exercise as an adjunct to treatm ent for major depression. Patients under
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treatment for MDD should be encouraged to fully participate in their own health maintenance,
including diet and exercise.

ACTION STATEMENT

Providers should consider prescribing exercise to patients with mild to severe depression,
if there are no medical contraindications.
RECOMMENDATIONS

1. Consider the use of e xercise as an adjunct to other empirically supported treatments for
depression, particularly antidepressant medication. [A]

2. Consider exercise as a monotherapy for depression, only if there are contraindications to
other empirically supported treatments. [B]

23.2. Light Therapy

BACKGROUND

Originally linked with seasonal affective disorder (SAD), light therapy has evolved over the past
twenty years to be used to treat a variety of non-seasonal disorders as well. T here has been an
increased amount of research and public aware ness regarding light therapy une qualed by that
taught in clinical training programs or covered by insurance.

ACTION STATEMENT

Consider light therapy for some patients with MDD, particularly if they have seasonal
affective disorder (SAD).

RECOMMENDATIONS

1. Light therapy, including dawn simulation, may be considered an effective treatment for the
patient with seasonal affective disorder (SAD). [B]

2. Light therapy may be considered in the treatment of MDD during pregnancy, in postpartum
depression or for geriatric patients when more established treatments have increased risk of
harm or are unavailable. [C]

3. A 2,500-Lux white light for two hours/day or treat ment with 10,000-Lux for 30
minutes/day is recomm ended as these are equally effi cacious and better than control
treatments done with dim light. [C]

4. Light therapy may be considered for patients with MDD who don’t want to take
medications. [I]

5. Patients being treated for MDD with light therapy need to be monitored for safety. [C]
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23.3. St. John’s Wort

BACKGROUND

St. John's Wort (SJW) (hypericum perforatum) has been used in Europe for its antidepressant and
its anti-inflammatory and wound healing properties. It is a popular nat ural product in the United
States. SJW has many pharmacologically active com pounds, but most studies have focused on

defining the neuropharmacology of hyperforin and hypericin. It appears that hyperforin and related
compounds are mostly responsible for SJ] W's effect onm ood through thei r effects on

neurotransmitter levels including serotonin, norepinephrine and dopamine.

ACTION STATEMENT

St. John’s Wort (SJW) may be used for patients with mild major depression who have a
strong preference for herbal treatments.

RECOMMENDATIONS

1. St. John's Wort may be used by patients with mild MDD who have a strong preference for
herbal treatments. [B]

2. St John’s Wort is not recommended for patients with moderate to severe major depression.
[D]

3. St John’s Wort should not be used by patients taking medication whose clearance is
substantially dependent on the Cytochrome P450 (CYP) 3A4 isoenzyme. [D]

4. St. John’s Wort is contraindicated in pregnancy [D]

5. Patient’s taking St John’s Wort should be informed of potential drug-drug interactions and
advised to inform all prescribing clinicians that they are using this herbal treatment. [C]

23.4. Acupuncture

BACKGROUND
There iswi despread community interest co ncerning complementary therapies, including
acupuncture, in the treatment of MDD. Acupuncture ha s been investigated as an intervention for

the treatment of major depressive disorder, but the trials have been small and methodological
quality has varied.

ACTION STATEMENT

Acupuncture should not be recommended as a treatment for MDD.

RECOMMENDATIONS

1. There is insufficient evi dence to determine the efficacy of acupunct ure compared to
medication, wait list control, or sham acupuncture in the management of major depressive
disorder; therefore, it is not recommended as a treatment for MDD. [I]
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Appendix B: Screening and Assessment Instruments
Appendix B-1: Quick Guide to the Patient Health Questionnaire (PHQ)

Purpose. The Patient Health Questionnaire (PHQ) is designed to facilitate the recognition and
diagnosis of depressive disorders in primary care patients. For patients with a depressive disorder,
a PHQ D epression Severity Index score can be calculated and repeated over time to monitor
change.

Making a Diagnosis. Since the questionnaire relies on patient self-report, definitive diagnoses
must be verified by the clinician, taking into account how well the patient understood the questions

in the questionnaire, as well as other relevant information from the patient, his or her family, or
other sources.

Interpreting the PHQ. To facilitate interpretation of the patient’s responses, al 1 clinically

significant responses are found in the ¢ olumn farthest to the right. (The only exception is for
suicidal ideation when diagnosing a depressive syndrome.)

DSM-IV-TR Diagnostic Criteria

Major Depressive Syndrome if #a or b and five or more of #a-i are at least “more than half
the days” (count #i if present at all)

Other Depressive Syndrome if #a or b and two, three, or four of #a-i are at least “more than
half the days” (count #i if present at all).

Note: The diagnoses of Major Depressive Disorder and Other Depressive Disorder require
ruling out normal bereavement (mild symptoms, duration less than 2 months), a history of

a manic episode (Bipolar Disorder) and a physical disorder, medication or other drug as the
biological cause of the depressive symptoms.

Additional Clinical Considerations. After making a provisional diagnosis with the PHQ, there are
additional clinical considerations that may affect decisions about management and treatment.

e Have current symptoms been triggered by psychosocial stressor(s)?

e What is the duration of the current disturbance and has the patient received any
treatment for it?

e To what extent are the patient’s symptoms impairing his or her usual work and activities?
e Isthere a history of similar episodes, and were they treated?

Is there a family history of similar conditions?

Interpreting the PHQ to Make a Provisional Diagnosis. To facilitate interpretation of patient
responses, all clinically significant re sponses are found in the columns farthest to the right. Any
symptom endorsed as being present at least “more than half the days” counts toward a DSM-IV-TR
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diagnosis. (The only exception is for suicidal ideation whic h counts toward a D SM-IV-TR
diagnosis if endorsed as being present “several days” or more.)
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Appendix B-2. Example of Diagnosing Major Depressive Disorder & Calculating PHQ-9 Depression
Severity

Patient: A 43-year-old woman who looks sad and complains of fatigue for the past month.

= >
@ <
= c% < » 5
o o c > >
4= — © © L >
© © c © > ©
5 5 o2 | 5°
Over the last 2 weeks, how often have you been z Z 5= S
bothered by any of the following? @ = =
©) @ ) @)
a Little interest or pleasure in doing things? O O O
b Feeling down, depressed, or hopeless? O O O
c Trouble falling or staying asleep, or sleeping too much? O O O
d Feeling tired or having little energy? O O O
e Poor appetite or overeating? O O O
Feeling bad about yourself—o.r that you are a failure or O O 0
f have let yourself or your family down?
Trouble concentrating on th1ng§, such as reading the O O O
g newspaper or watching television?
Moving or speaking so slowly that other people could
. e
have noticed? Or the opposite .belng so fidgety or O O O
h restless that you have been moving around a lot more
than usual?
_ Thoughts 'that you would be better off dead or of hurting O O 0
i yourself in some way?
FOR OFFICE CODING: Maj Dep Syn if #a or b and five or more of #a-i are at least “More than half the days”
(count #i if present at all). Other Dep Syn if #a or b and two, three, or four of #a-i are at least “More than half the
days” (count #i if present at all).

Major Depressive Disorder Diagnosis. The criteria for Major Depressive Syndrome are met since she checked #a
“nearly every day” and five of items #a to i were checked ““ *more than half the days” or “nearly every day”. Note that
#i, suicidal ideation, is counted whenever it is present.

In this case, the diagnosis of Ma jor Depressive Disorder (not Syndrome) was made since questioning b y the physician
indicated no history of a manic episode; no evidence that a physical disorder, medication, or other drug caused th e
depression; and no indication that the depressive symptoms were normal bereavement. Questioning about the suicidal
ideation indicated no significant suicidal potential.

PHQ-9 Depression Severity. This is calculated by assigning scores of 0, 1, 2, and 3, to the response categories of “not
at all,” “several days,” “more than half the days,” and “nearly every day,” respectively. The Index is the sum of the
scores for the nine items, and ranges from 0 to 27. In the above case, the PHQ-9 depression severity score is 16 (3 items
scored 1, 2 items scored 2, and 3 items scored 3). Scores of 5, 10, 15, and 20 represent cutpoints for mild, mod erate,
moderately severe and severe depression, respectively. Sensitivity to change has also been confirmed.
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Appendix B-3. PHQ-9 Scores and Proposed Treatment Actions *

PHQ-9 DSM-IV- Depression Proposed Treatment Action
Score TR Severity
Criterion
Symptoms
1-4 Few None None
5-9 <5 Mild depressive Watchful waiting; repeat PHQ-9 at follow-up
symptoms
10-14 5-6 Mild Major Treatment plan, considering counseling,
Depression follow-up and/or pharmacotherapy
15-19 6-7 Moderately Major | Immediate initiation of pharmacotherapy
depression and/or psychotherapy
20-27 >7 Severe Major Immediate initiation of pharmacotherapy and,
depression if severe impairment or poor response to
therapy, expedited referral to a mental health
specialist for psychotherapy and/or
collaborative management

* From Kroenke K, Spitzer RL, Psychiatric Annals 2002;32:509-521

Developed by Drs. Robert L. Spitzer, Janet B.W. Williams, Kurt Kroenke and colleagues, with an
educational grant from Pfizer Inc. For research information, contact Dr. Spitzer at
rls8(@columbia.edu or Dr. Kroenke at kkroenke@regenstrief.org. The names PRIME-MD® and
PRIME-MD TODAY® are trademarks of Pfizer Inc.
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Appendix B-4. Nine Symptom Checklist (PHQ-9)

® = >
= %‘ < o E
[3] 7o) c > >
= — < © L >
S | 3 | £3| 28
5 @ o =
Over the last 2 weeks, how often have you been Z & g = S
bothered by any of the following? <@ = <
Little interest or pleasure in doing things? 0 1 2 3
Feeling down, depressed, or hopeless? 0 1 2 3
Trouble falling or staying asleep, or sleeping too much? 0 1 2 3
Feeling tired or having little energy? 0 1 2 3
Poor appetite or overeating? 0 1 2 3
Feeling bad about yourself—or that you are a failure or
. 0 1 2 3
have let yourself or your family down?
Trouble concentrating on things, such as reading the
; =" 0 1 2 3
newspaper or watching television?
Moving or speaking so slowly that other people could
have noticed? Or the opposite—being so fidgety or
. 0 1 2 3
restless that you have been moving around a lot more
than usual?
Thoughts that you would be better off dead or of hurting 0 1 2 3
yourself in some way?
For office coding: Total Score = + + +

If you checked off any problems, how difficult have these problems made it for you to do your
work, take care of things at home, or get along with other people?

Not difficult Somewhat Very Extremely
atall difficult difficult difficult

[ [ [ [

From the Primary Care Evaluation of Mental Di sorders Patient Health Questionnaire (PRIME-MD
PHQ). The PHQ was developed by Drs. Robert L. Spitzer, Janet B.W. Williams, Kurt Kroenke and
colleagues. For research information, contact Dr. Spitzer at rls8@columbia.edu. PRIME-MD® is a
trademark of Pfizer Inc. Copyright© 1999 Pfizer Inc. All rights reserv ed. Reproduced with
permission.
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Appendix F: Acronyms

ACT Acceptance and Commitment Therapy
ADLs Activities of Daily Living

ADM Antidepressant Medication

AUC Area Under the Curve

AUDIT-C Alcohol Use Disorders Identification Test
BA Behavioral Activation

BDI Beck Depression Inventory

BT Behavioral Therapy

CBC Complete Blood Count

CBT Cognitive Behavioral Therapy

CCBT Computer-Based Cognitive Behavioral Therapy
CFT Couples/Marital-Focused Therapy

CHF Congestive Heart Failure

COPD Chronic Obstructive Pulmonary Disease
DBT Dialectical Behavior Therapy

DNOS Depressive Disorder Not Otherwise Specified
ECT Electro-Convulsive Therapy

EDPS Edinburgh Postnatal Depression Scale
GDS Geriatric Depression Scale

GSH Guided Self-Help

HAM-D Hamilton Depression Scale

HRSD Hamilton Rating Scale for Depression
ICSI Institute for Clinical Systems Improvement
IPT Interpersonal Psychotherapy

LBP Low Back Pain

MAOI Monoamine Oxidase Inhibitor Medication
MBCT Mindfulness-Based Cognitive Therapy
MBI Mindfulness-Based Interventions

MBT Mindfulness-Based Therapy

MDD Major Depressive Disorder

MMSE Mini-Mental State Examination

MAOIs Monamine Oxidase Inhibitors

MSE Mental Status Examination

MUS Medially Unexplained Symptoms

NOS Not Otherwise Specified

OTC Over-the-Counter

PHQ-9 Patient Health Questionnaire-9 items

PST Problem-solving Therapy

RCT Randomized Controlled Trial

SAD Seasonal Affective Disorder

SDPP Short-Term Psychodynamic Psychotherapy
SLE Systemic Lupus Erythematosis

SNRI Serotonin Norepinephrine Reuptake Inhibitors
SSRI Selective Serotonin Reuptake Inhibitors
SDPP Short Term Psychodynamic Psychotherapy
TAU Treatment AS Usual

TCAs Tricyclic & Tetracyclic Antidepressants
T™MS Transcranial Magnetic Stimulation
USPSTF U.S Preventive Services Task Force

VNS Vagus Nerve Stimulation

WwW Watchful Waiting
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