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Table A-4. Recommendation Categories and Definitions  

Evidence 
Reviewed* 

Recommendation 
Category* Definition* 

Reviewed 

New-added New recommendation following review of the evidence 

New-replaced Recommendation from previous CPG that has been carried over to the 
updated CPG that has been changed following review of the evidence 

Not changed 
Recommendation from previous CPG that has been carried forward to the 
updated CPG where the evidence has been reviewed but the 
recommendation is not changed 

Amended 
Recommendation from the previous CPG that has been carried forward to 
the updated CPG where the evidence has been reviewed and a minor 
amendment has been made 

Deleted Recommendation from the previous CPG that has been removed based on 
review of the evidence 

Not reviewed 

Not changed Recommendation from previous CPG that has been carried forward to the 
updated CPG, but for which the evidence has not been reviewed 

Amended 
Recommendation from the previous CPG that has been carried forward to 
the updated CPG where the evidence has not been reviewed and a minor 
amendment has been made 

Deleted Recommendation from the previous CPG that has been removed because 
it was deemed out of scope for the updated CPG 

*Adapted from the NICE guideline manual (2012) [16] and Garcia et al. (2014) [17] 

b. Categorizing Recommendations with an Updated Review of the Evidence 
Recommendations were first categorized by whether or not they were based on an updated review of 
the evidence. If evidence was reviewed, recommendations could be categorized as “New-added,” “New-
replaced,” “Not changed,” “Amended,” or “Deleted.”  

“Reviewed, New-added” recommendations were original, new recommendations that were not in the 
2009 MDD CPG. “Reviewed, New-replaced” recommendations were in the previous version of the 
guideline, but were modified to align with the updated review of the evidence. These recommendations 
could have also included clinically significant changes to the previous version. Recommendations 
categorized as “Reviewed, Not changed” were carried forward from the previous version of the CPG 
unchanged.  

To maintain consistency between 2009 recommendations, which were developed using the USPSTF 
methodology, and 2016 recommendations, which were developed using the GRADE methodology, it was 
necessary to modify the 2009 recommendations to include verbiage to signify the strength of the 
recommendation (e.g., “We recommend” vs. “We suggest”). Because the 2009 recommendations 
inherently needed to be modified at least slightly to include this language, the “Not changed” category 
was not used. For recommendations carried forward to the updated CPG with review of the evidence 
and slightly modified wording, the “Reviewed, Amended” recommendation category was used. This 
allowed for the wording of the recommendation to reflect GRADE methodology as well as for any other 
non-substantive (i.e., not clinically meaningful) language changes deemed necessary.  
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Recommendations could have also been designated “Reviewed, Deleted.” These were 
recommendations from the previous version of the CPG that were not brought forward to the updated 
guideline after review of the evidence. This occurred if the evidence supporting the recommendations 
was out of date, to the extent that there was no longer any basis to recommend a particular course of 
care and/or new evidence suggests a shift in care, rendering recommendations in the previous version 
of the guideline obsolete. 

c. Categorizing Recommendations without an Updated Review of the Evidence 
There were also cases in which it was necessary to carry forward recommendations from the previous 
version of the CPG without a systematic review of the evidence. Due to time and budget constraints, the 
update of the MDD CPG could not review all available evidence on management of MDD, but instead 
focused its key questions on areas of new or updated scientific research or areas that were not 
previously covered in the CPG.  

For areas of research that have not changed, and for which recommendations made in the previous 
version of the guideline were still relevant, recommendations could have been carried forward to the 
updated guideline without an updated systematic review of the evidence. These recommendations were 
categorized as “Not reviewed.” If evidence was not reviewed, recommendations could have been 
categorized as “Not changed,” Amended,” or “Deleted.”  

“Not reviewed, Not changed” recommendations refer to recommendations from the previous version of 
the MDD CPG that were carried forward unchanged to the updated version. The category of “Not 
reviewed, Amended” was used to designate recommendations that were modified from the 2009 CPG 
with the updated GRADE language, as explained above.  

Recommendations could also have been categorized as “Not reviewed, Deleted” if they were 
determined to be out of scope. A recommendation was out of scope if it pertained to a topic (i.e., 
population, care setting, treatment, condition) outside of the scope for the updated CPG as defined by 
the Work Group. Deleted recommendations from the previous version of the guideline should no longer 
be followed once the updated version of the guideline has been published.  

The categories for the recommendations included in the 2016 version of the guideline are noted in the 
Recommendations. The categories for the recommendations from the 2009 MDD CPG are noted in 
Appendix F. 

F. Drafting and Submitting the Final Clinical Practice Guideline 
Following the face-to-face meeting, the Champions and Work Group members were given writing 
assignments to craft discussion sections to support each of the new recommendations and/or to update 
discussion sections from the 2009 MDD CPG to support the amended “carried forward” 
recommendations.  The Work Group also considered tables, appendices, and other sections from the 
2009 MDD CPG for inclusion in the update. During this time, the Champions and Work Group also made 
additional revisions to the algorithms, as necessary.  

After developing the initial draft of the updated CPG, an iterative review process was used to solicit 
feedback on and make revisions to the CPG.  Once they were developed, the first two drafts of the CPG 
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were posted on a wiki website for a period of 14-20 business days for internal review and comment by 
the Work Group. All feedback submitted during each review period was reviewed and discussed by the 
Work Group and appropriate revisions were made to the CPG.  

Draft 3 of the CPG was made available for peer review and comment. This process is described in Peer 
Review Process. After revisions were made based on the feedback received during the peer review and 
comment period, the Champions presented the CPG to the EBPWG for their approval.  Changes were 
made based on feedback from the EBPWG and the guideline was finalized.   

The Work Group also produced a set of guideline toolkit materials which included a provider summary, 
pocket card, and a patient summary. The final 2016 MDD CPG was submitted to the EBPWG in April 
2016.  
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Appendix B: Quick Guide to the Patient Health Questionnaire (PHQ) 

A. Purpose 
The Patient Health Questionnaire (PHQ) is designed to facilitate the recognition and diagnosis of 
depressive disorders in primary care patients. The PHQ-2 is used as a screening tool for depression 
whereas the PHQ-9 serves as an indicator of depression severity or response to treatment for patients 
with a depressive disorder. The instrument can be used both as a continuous measure of severity but 
also to align with diagnostic criteria. The instrument should not be used in isolation to make a diagnosis 
without considering other aspects of the assessment including whether the symptoms are better 
accounted for by another disorder (e.g., PTSD, hypothyroidism). 

B. Scoring the PHQ-9 
a. Using the PHQ-9 as a Measure of Severity 

This is calculated by assigning scores to the response categories for the question, “Over the last 2 weeks, 
how often have you been bothered by any of the following?” A blank assessment can be found in Table 
B-2, while an example of this scored assessment can be found in Table B-3. The response categories “not 
at all,” “several days,” “more than half the days,” and “nearly every day,” correspond to scores of 0, 1, 2, 
and 3 respectively. The Index is the sum of the scores for the nine items, and ranges from 0 to 27. Scores 
of 10, 15, and 20 represent cut-points for mild, moderate, and severe MDD, respectively (Table B-1). 
Sensitivity to change has also been confirmed.  A score of 10 or more has a sensitivity of 88% and a 
specificity of 88% for major depression.[45]  

b. PHQ-9 Scoring Instructions: 
Count the number (#) of boxes checked in a column. Multiply those numbers by the value indicated 
below, and then add the subtotal to produce a total score. The possible range is 0-27. Use the table 
below to interpret the PHQ-9 score. 

Not at all (#) _____ x 0 = _____ 

Several days (#) _____ x 1 = _____ 

More than half the days (#) _____ x 2 = _____ 

Nearly every day (#) _____ x 3 = _____ 

Total score: _____ 
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Table B-1: Classification of MDD Symptoms Severity and Risk Modifiers 

Severity Level PHQ-9 Total Score 
Number of Symptoms 
According to DSM-5 Functional Impairment 

Mild 10-14 2 Mild 
Moderate 15-19 3 Moderate 

Severe >20 4 or 5 Severe 

Modifiers 

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

Chronicity More than two years of symptoms despite treatment 
Treatment-Resistant 

Depression At least two adequate treatment trials and lack of full response to each [96]  

c. Using the PHQ-9 as a Presumptive Diagnostic Tool 
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. 

d. Interpreting the PHQ 
To facilitate interpretation of the patient’s responses, all clinically significant responses are found in the 
column farthest to the right in the PHQ-9 (the only exception is for suicidal ideation when diagnosing a 
depressive syndrome). Using the PHQ-9 to help determine symptom severity can serve as a good 
assessment tool, as it aligns with the DSM-5 diagnostic criteria for MDD. 

 

e. Additional Clinical Considerations 
After making a provisional diagnosis with the PHQ-9, there are additional clinical considerations that 
may affect decisions about management and treatment. 

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

PHQ-9 Consistent with DSM-5 

Major Depressive Episode 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) in the PHQ-9 nine symptom checklist (Tables B-1 and B-3) 

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) in the PHQ-9 nine symptom checklist (Tables B-1 and B-3) 

Note: The diagnoses of MDD requires ruling out a history of a manic episode (Bipolar Disorder) and a 
physical disorder, medication or other drug as the biological cause of the depressive symptoms. In 
the context of bereavement or other significant loss, symptoms consistent with a major depression 
can occur, and the diagnosis of MDD is considered if there is indication the symptoms are 
distinguished from normal response to loss given the individual’s history, cultural norms, and the 
context of the loss. 



VA/DoD Clinical Practice Guideline for the Management of Major Depressive Disorder 
 

April 2016    Page 91 of 173  

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

• To what extent are the patient’s symptoms impairing his or her usual work and activities? 

• Is there a history of similar episodes, and were they treated? 

• Is there a family history of similar conditions? 

f. Interpreting the PHQ-9 to Make a Provisional Diagnosis 
To facilitate interpretation of patient responses, all clinically significant responses in Tables B-2 and B-3 
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-5 diagnosis. (The only exception is for suicidal ideation which 
counts toward a DSM-5 diagnosis if endorsed as being present “several days” or more.) 

Table B-2 includes an unscored PHQ-9 assessment with the corresponding point values for each 
response. Underneath Table B-2 is a follow-up question included in the assessment. 

Table B-2: Nine Symptom Checklist (PHQ-9) 

 
Over the last 2 weeks, how often have you been 

bothered by any of the following? 
Not at 

all 
Several 

days 

More than 
half the 

days 

Nearly 
every 
day 

a Little interest or pleasure in doing things? 0 1 2 3 
b Feeling down, depressed, or hopeless? 0 1 2 3 
c Trouble falling or staying asleep, or sleeping too much? 0 1 2 3 
d Feeling tired or having little energy? 0 1 2 3 
e Poor appetite or overeating? 0 1 2 3 
 
f 

Feeling bad about yourself—or that you are a failure or 
have let yourself or your family down? 0 1 2 3 

g Trouble concentrating on things, such as reading the 
newspaper or watching television? 0 1 2 3 

h 
Moving or speaking so slowly that other people could have 
noticed? Or the opposite—being so fidgety or restless that 
you have been moving around a lot more than usual? 

0 1 2 3 

i Thoughts that you would be better off dead or of hurting 
yourself in some way? 0 1 2 3 

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 at all Somewhat difficult Very difficult Extremely difficult 
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g. Example of Diagnosing Major Depressive Disorder and Calculating PHQ-9 
Depression Severity 

The following is an example of how MDD can be assessed in a patient using the PHQ-9 to calculate 
depression severity.  

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

Table B-3. PHQ-9 Screening Example 

 

 
Over the last 2 weeks, how often have you been 

bothered by any of the following? 
Not at 

all 
Several 

days 

More than 
half the 

days 

Nearly 
every 
day 

 (0) (1) (2) (3) 
a Little interest or pleasure in doing things?    X 
b Feeling down, depressed, or hopeless?  X   
c Trouble falling or staying asleep, or sleeping too much?   X  
d Feeling tired or having little energy?    X 
e Poor appetite or overeating?  X   

f Feeling bad about yourself—or that you are a failure or 
have let yourself or your family down?   X  

g Trouble concentrating on things, such as reading the 
newspaper or watching television?    X 

h 
Moving or speaking so slowly that other people could have 
noticed? Or the opposite—being so fidgety or restless that 
you have been moving around a lot more than usual? 

X    

i Thoughts that you would be better off dead or of hurting 
yourself in some way?  X   

FOR OFFICE CODING: Major Depressive Episode 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). 

Interpretation:  The severity score = 16 and represents moderately severe depression likely requiring 
treatment. Using the answers as a diagnostic tool, the criteria for a presumed  Major Depressive Episode 
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”, as indicated in Table B-3. Note that #i, suicidal ideation, is counted 
whenever it is present. 

In this case, the diagnosis of MDD was made since questioning by the physician indicated no history of a 
manic episode; no evidence that a physical disorder, medication, or other drug caused the depression; 
and no indication that the depressive symptoms were normal bereavement. Questioning about the 
suicidal ideation indicated no significant suicidal potential. 
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Appendix C: Pharmacotherapy 

Table C-1: Antidepressant Dosing1 and Monitoring [197] 

Class Agent 
Initial 
Dose 

Titration 
Schedule2 

Max. 
Dose/day 

Initial Dose or Guidance: Special Populations 

Geriatric Renal Hepatic 
Pregnancy 
FDA Cat. 

SSRIs 

Citalopram 20 mg once a day 20 mg weekly 40 mg; 20 mg 
geriatric 

10-20 mg 
once a day 

Avoid: CrCl  <20 
ml/min ↓ dose C 

Escitalopram 10 mg once a day 10 mg weekly 20 mg 
5-10 mg 

once a day 
Avoid: CrCl  <20 

ml/min 
10 mg 

once a day 
C 

Fluoxetine 20 mg once a day 20 mg every 2 
weeks 80 mg 

10 mg 
once a day 

↓ dose and/or 
↓ frequency ↓ dose 50% C 

Fluoxetine 
weekly 90 mg once a week N/A 90 mg 

90 mg 
once a week 

No change Avoid C 

Paroxetine 20 mg once a day 20 mg weekly 50 mg 
10 mg 

once a day 
10 mg 

once a day 
10 mg 

once a day 
D 

Paroxetine CR 25 mg once a day 12.5 mg weekly 62.5 mg; 50 
mg geriatric 

12.5 mg; 
once a day 

12.5 mg 
once a day 

12.5 mg 
once a day 

D 

Sertraline 50 mg once a day 50 mg weekly 200 mg 
25 mg 

 once a day 
25 mg 

once a day 
↓ dose C 

Vilazodone 10 mg once a day 10 mg weekly 20-40 mg 5 mg No change No change C 

                                                           
1 All doses oral except selegiline patch 
2 Recommended minimum time between dose increases 
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Class Agent 
Initial 
Dose 

Titration 
Schedule2 

Max. 
Dose/day 

Initial Dose or Guidance: Special Populations 

Geriatric Renal Hepatic 
Pregnancy 
FDA Cat. 

SNRIs 

Duloxetine 20-30 mg twice a 
day 20-30 mg weekly 60 mg 

20 mg once 
or twice a 

day 

Avoid if CrCl 
<30 ml/min  Avoid C 

Venlafaxine IR 37.5 mg twice a 
day 75 mg weekly 225-375 mg 

25mg 
once or 

twice a day 

↓dose based 
on CrCl  ↓ dose 50% C 

Venlafaxine XR 75 mg once a day 75 mg weekly 225 mg 
37.5-75 mg 
once a day 

↓dose based 
on CrCl ↓ dose 50% C 

Levomilnacipran 20 mg once a day 20-40 mg every 2 
days 120 mg 

Refer to 
adult dosing, 

Consider 
CrCl 

Max doses less 
if CrCl 

<60ml/min 
No change C 

Desvenlafaxine 50 mg once a day Unnecessary 

100 mg; no 
benefit at 

doses >50 mg 
per day 

Consider 
CrCl 

CrCl <30 
ml/min, 25mg 

once daily 
No change C 

5-HT3 receptor 
antagonist Vortioxetine 10 mg once a day 10 mg once daily 5-20mg 5-20 mg 

once a day No change Severe: not 
recommended C 

NDRIs 

Bupropion IR 100 mg twice a day 100 mg weekly 450 mg 37.5mg 
twice a day  

Has not been 
studied 

Severe: 
75 mg/day 

C 

Bupropion SR 150 mg once a day 150 mg weekly 200 mg twice 
daily 

100 mg  
once a day 

100 mg once a 
day or 150 mg 

every other 
day; Mod to 

severe: use with 
extreme 
caution 

C 

Bupropion XR 150 mg once a day 150 mg weekly 450 mg 150 mg once 
a day C 
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Class Agent 
Initial 
Dose 

Titration 
Schedule2 

Max. 
Dose/day 

Initial Dose or Guidance: Special Populations 

Geriatric Renal Hepatic 
Pregnancy 
FDA Cat. 

5-HT2 receptor 
antagonist 

Trazodone 50 mg three times 
a day 50 mg weekly 600 mg 25-50 mg at 

bedtime 
Has not been 

studied Unknown C 

Nefazodone 100 mg twice a day 100 mg weekly 600 mg 50 mg twice 
a day No change Avoid C 

Noradrenergic 
antagonist 

Mirtazapine 15 mg daily at 
bedtime 15 mg weekly 45 mg 7.5 mg at 

bedtime 
Caution in renal 

impairment Cl ↓ 30% C 

TCAs 

Amitriptyline 

25-50 mg daily 
single dose at 
bedtime or in 
divided doses 

Weekly 300 mg 10–25 mg at 
bedtime No change 

Lower dose and 
slower 

titration 
recommended 

C 

Imipramine 25 mg 1- 4 times a 
day Weekly 

300 mg 
 

10-25 mg at 
bedtime No change Unclassified 

Nortriptyline 25 mg 3-4 times a 
day  Weekly 150 mg 30-50 

mg/day No change Unclassified 

Desipramine 
25-50 mg once 

daily or in divided 
doses 

Weekly 300 mg; 150 
mg geriatric 

10-25 mg 
once a day  No change Unclassified 

Doxepin 
25-50 mg daily at 

bedtime or twice a 
day 

Weekly 300 mg Low dose, 
once daily No change C 
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Class Agent 
Initial 
Dose 

Titration 
Schedule2 

Max. 
Dose/day 

Initial Dose or Guidance: Special Populations 

Geriatric Renal Hepatic 
Pregnancy 
FDA Cat. 

MAOIs 

Isocarboxazid 10 mg twice a day 

10 mg/day every 
2-4 days to 

40 mg/day. After 
first week, may 

increase by up to 
20 mg/week to a 

maximum of 
60 mg/day. 

60 mg 10 mg twice 
a day 

Avoid in any 
renal 

impairment. 
Contraindicated 

in severe 

Contraindicated 
in patients with 
a history of liver 

disease or 
abnormal LFTs 

 

C 

Phenelzine 15 mg 3 times a 
day 

Increase rapidly, 
based on patient 

tolerance, to 
60-90 mg/day 

90 mg; 60 mg 
geriatric 

7.5 mg  once 
a day Avoid if severe Avoid Undetermined 

Selegiline patch 6 mg/24 hours 3 mg/24 hours 
every 2 weeks 

12 mg/ 
24 hours 

6 mg/ 
24 hours 

Use in patients 
with a CrCl <15 
ml/min has not 

been studied  

Mild to mod:  
no adjustment; 

Severe: not 
studied 

C 

Tranylcypromine 10 mg twice a day 10 mg weekly 60 mg 10 mg twice 
a day No change Avoid C 

Abbreviations: 5-HT = serotonin, BID = twice a day, CrCl = creatinine clearance, CR = controlled release, IR = immediate release, LFT = liver function test, MAOI = monoamine 
oxidase inhibitor, mg = milligram, min = minute, ml = milliliter, N/A= not applicable, NDRI= norepinephrine and dopamine reuptake inhibitor, QD = once a day, QHS = once before 
bedtime, QID = four times a day, QOD = every other day, SNRI = serotonin norepinephrine reuptake inhibitor, SR = sustained-release, SSRI = selective serotonin reuptake 
inhibitor, TCA = tricyclic antidepressant, TDM = therapeutic drug monitoring, XR = extended-release 
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Table C-2: Antidepressant Adverse Event Profiles [197]  

Drug Class 
or Drug 

Amine Update  Anti-
cholinergic 

Activity 

Sedation 
(H1 

activity) 

Orthostatic 
Hypotension 
(alpha-1 act.) 

Cardiac 
Conduction 

Effects 
GI 

Effects 
Weight 

Gain Comments 5HT NE 

SSRIs +++     0/+ 0/++ 0/ + 0 0/+ +++ 0/+ 

 Sexual dysfunction common 
 Citalopram and 

escitalopram dose-related 
conduction effects 

 Paroxetine most 
anticholinergic; avoid in 
elderly 

 Paroxetine and fluoxetine 
CYP2D6 and CYP2B6 
inhibitors 

 Vilazodone CYP2C8 2C1 and 
2D6 inhibitor 

SNRIs ++/+++   ++/+++ 0/+ 0/+ 0/++ 0/+ ++/+++ 0/+ 

 Sexual dysfunction common 
 Venlafaxine NE activity 

dose-related 
 Desvenlafaxine active 

metabolite of venlafaxine 

Bupropion 0/+    0/+ 0 0 0 0 ++ 0 

 Risk of seizures is dose-
related; avoid if seizure 
history, bulimia or eating 
disorder 

 CYP2D6 inhibitor 

Trazodone 
Nefazodone 

+++     0/+ 0 +++ 0 0/+ ++ 0/+ 

 Very sedating 
 Nefazodone associated with 

a higher risk of 
hepatotoxicity 

 Nefazodone CYP3A4 
inhibitor 

Mirtazapine 0/+     0/+ 0 +++ 0/+ 0 0/+ +++ 
 Doses >15 mg less sedating 
 May stimulate appetite 

Vortoxetine +++      ++ 0 0 0 0 +++ 0  
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Drug Class 
or Drug 

Amine Update  Anti-
cholinergic 

Activity 

Sedation 
(H1 

activity) 

Orthostatic 
Hypotension 
(alpha-1 act.) 

Cardiac 
Conduction 

Effects 
GI 

Effects 
Weight 

Gain Comments 5HT NE 

TCAs +/+++   +/+++ +/+++ 0/+++ +/+++ ++/+++ 0/+ 0/++ 

 Desipramine and 
nortriptyline more 
tolerable; least sedating, 
anticholinergic and 
orthostatic hypotension 

 Therapeutic blood 
concentrations established 
for desipramine, 
imipramine, and 
nortriptyline 

MAOIs 0         0 0 0/+ 0/+ 0 0/+ 0/+ 

 Requires a low tyramine 
diet except selegiline 6 
mg/24 hours patch 

 Contraindicated with 
sympathomimetics and 
other antidepressants 

 Observe appropriate 
washout times when 
switching from or to 
another class of 
antidepressant 

Key: +++ = strong effect, ++ = moderate effect, + = minimal effect, 0 = no effect 
Abbreviations: MAOI = monoamine oxidase inhibitor, SNRI = serotonin norepinephrine reuptake inhibitor, SSRI = selective serotonin reuptake inhibitor, TCA = tricyclic 
antidepressant 
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Table C-3: Augmentation, Adjunct and Alternative Pharmacotherapy [197] 

Class Agent 
Initial 
Dose 

Titration 
Schedule3 

Max. 
Dose/day 

Initial Dose or Guidance: Special Populations 

Geriatric Renal Hepatic 
Pregnancy 
FDA Cat. 

SGAs 

Aripiprazole 2-5 mg once a 
day 2-5 mg after ≥1 week 15 mg 

2 mg  
once a day 

No change No change C 

Olanzapine 2.5-5 mg once a 
day 2.5-5 mg weekly 20 mg 

2.5 mg  
once a day 

No change No change C 

Quetiapine 50 mg once a 
day for 1 day 

100 mg daily as 
tolerated 300 mg 

50 mg 
once a day 

No change 
Initial 25 or 

50 mg once a 
day 

C 

Risperidone 0.25-0.5 mg 
once a day 0.5 mg daily 3 mg 

0.25 mg 
once a day 

Adjust if CrCl <30 
ml/min 

Severe: 
Caution C 

Ziprasidone 20 mg twice a 
day 

20 mg twice a day 
every 2-4 days 160 mg 

20 mg  
twice a day 

No change Caution C 

5-HT1A & -HT2 
agonist Buspirone 7.5 mg twice a 

day 
7.5 mg twice a day  

weekly 60 mg 
7.5 mg 

twice a day 
Avoid if severe Avoid if 

severe B 

Lithium Lithium 300 mg 1-2 
times a day 300 mg weekly 1200 mg 150mg once or 

twice a day ↓ dose 25% - 75% No change D 

Thyroid 
hormone Liothyronine 25 µg once a 

day 

May be increased to 
50 µg/day after 

~1 week 
50 µg  

5 µg once a day; 
increase by 

5 µg/day every 
2 weeks 

No change No change A 

Herbal St. John’s wort 300 mg 2-3 
times a day Unknown 1200 mg Unknown Has not been 

studied 
Has not been 

studied Avoid 

Abbreviations: 5-HT = serotonin, CrCl = creatinine clearance, mg = milligram, µg = microgram, SGA = Second Generation Antipsychotic 

  

                                                           
3 Recommended minimum time between dose increases 
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Appendix D: Definitions 

A. Major Depressive Disorder  
Major depression is generally diagnosed when a persistent low mood or lack of interest in activity plus 
impairment in functional areas of life persists. The number and combination of symptoms needed to 
make a diagnosis is operationally defined by International Classification of Diseases (ICD)-10 [198] and 
DSM-5 [199]; although some people will show an atypical presentation with reactive mood, increased 
appetite, weight gain and excessive sleepiness.[200] 

Diagnosis of MDD is based on the presence of depressed mood or loss of interest or pleasure, along with at 
least four additional MDD diagnosis criteria symptoms for duration of at least two weeks (See Table D-1). 

Depressive symptoms include 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. 

Table D-1. Diagnosis of MDD [46] 

Symptom 

MDD diagnosis is based on the following list of symptoms, and requires the presence of 
symptom 1, 2, or both; and at least five of nine symptoms overall; these symptoms must 

persist for at least two 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 

In addition, those with a more severe or atypical 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 severe depressive episodes may also develop psychotic symptoms (hallucinations and/or 
delusions), most commonly thematically consistent with the negative, self-blaming cognitions and low 
mood typically encountered in major depression, although others may develop psychotic symptoms 
unrelated to the patient’s mood. In the latter case, these mood-incongruent psychotic symptoms can be 
hard to distinguish from those that occur in other psychoses such as schizophrenia. 
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Table B-1 describes the classification of MDD based on the symptoms score obtained with the 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. While the PHQ-9 has been validated with DSM-IV and 
Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision (DSM-IV-TR) criteria, 
there were no changes in the diagnostic criteria for MDD from DSM-IV to DSM-5 and therefore the PHQ-
9 should remain a valid screening tool. 

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 severity of MDD may be used as a framework to facilitate the 
organization of care services supporting both patients and family members, and healthcare 
professionals in identifying and accessing the most effective interventions. 

The general categories of severity should be used as a basis for initial classification and should be further 
characterized by any of the modifiers. These will include the existence of co-occurring 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 mood and function levels, many continue to experience residual subsyndromal symptoms. In a 
minority of patients, a MDD episode persists for over two years, and is defined as chronic MDD. 
Treatment-resistant depression is defined as at least two adequate treatment trials and lack of full 
response to each.[96] 

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. 

Onset Response to Treatment 

• Response to treatment: PHQ score improvement of >50% from baseline

Remission 

• PHQ score of ≤4, maintained for at least one month

Severe Major Depressive Disorder 

• 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 living (ADLs) (e.g., grooming, feeding, catatonia)
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Recovery 

• PHQ score of ≤4, maintained for at least six months

Partial Response 

• <50% improvement in symptoms

Recurrence 

• Recurrence is the appearance of another new episode of MDD after remission of a previous
episode has been achieved. The literature often defines a complex case as three or more major
depressive episodes.

B. Treatments 
Acceptance and Commitment Therapy (ACT) is a manualized psychotherapy intervention derived from 
relational frame theory that emphasizes acceptance of emotional distress and engagement in goal 
directed behaviors. A key feature of these interventions is acceptance rather than avoidance of emotional 
pain. This acceptance is thought to reduce affective symptom severity. To facilitate effective behavior 
change, ACT emphasizes identification of personal values and learning to act based on those values in spite 
of inevitable distress as opposed to having behaviors be focused on avoiding pain and adversity. 

Behavior Therapy (BT) for major depression refers to a class of psychotherapy interventions that treat 
MDD by teaching patients to increase 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 improve mood. BT emphasizes training patients to monitor their symptoms and 
behaviors to identify the relationships between them. Primary 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 the session, including scheduled activities, mood tracking and interpersonal skills practice.  

Behavioral Activation (BA) is a particular version of BT that targets the link between avoidant behavior 
and depression and expands the treatment component of BT.  

Cognitive Behavior Therapies (CBT) are interventions 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. Patients then learn techniques to change 
thinking that contributes to depression and schedule activities to improve mood. Primary therapeutic 
techniques of CBT include education of the patient about the treatment model, collaboration between 
the patient and therapist to choose goals, identifying unhelpful thoughts and developing experiments to 
test the accuracy of such thoughts, and guided discovery (facilitating the patient in identifying 
alternative beliefs through the use of questions designed to explore current beliefs that exacerbate 
depression). In addition, treatment incorporates structured practice outside of the session, including 
scheduled activities, mood tracking, thought recording and challenging, and interpersonal skills practice. 
CBT can also be administered via computer-based programs, in which case it is known as computer-
based cognitive behavioral therapy (CCBT). 



VA/DoD Clinical Practice Guideline for the Management of Major Depressive Disorder 
 

April 2016      Page 103 of 173  

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 relationships with people in their 
life by targeting four primary areas: (1) interpersonal loss, (2) role conflict, (3) role change, and (4) 
interpersonal skills. However, psychotherapy research is not clear on the classification of interpersonal 
therapy. In some systematic reviews, it is classified as a psychodynamic intervention and in others as a 
cognitive behavioral intervention.  

Problem-solving Therapy (PST) is defined as a discrete, time-limited, structured psychological 
intervention that focuses on learning to cope with specific problem areas and where 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. 
The intervention can be delivered effectively in primary care settings by general practitioners or nurses.  

Mindfulness-based Cognitive Therapy (MBCT) integrates traditional CBT interventions with 
mindfulness-based skills, including mindfulness meditation, imagery, experiential exercises, and other 
techniques that aid patients in experiencing affect without necessarily attempting to change it. With 
regard to cognitions, unlike cognitive therapy, MBCT does not so much seek to modify or eliminate 
dysfunctional thoughts as to become more detached and able to observe thoughts as objects.  

Non-directive Supportive Psychotherapy (NDSP) refers to a broad range of treatments that tend to not 
be manualized, and emphasize listening skills and development of a strong therapeutic alliance as the 
primary strategies for symptom management.  

Short-term Psychodynamic Psychotherapy (STPP) is derived from psychoanalysis and longer-term 
psychodynamic psychotherapy. STPP is defined as psychodynamic 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. Patients gain insight into and work through such conflicts through 
exploration of their feelings along with interpretations offered by his/her therapist. Of note, while some 
label IPT as an STPP, others argue that it is a distinct model and is described in a separate annotation 
because it has a distinct body of literature (see IPT above). 
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Appendix E: Evidence Table 

Recommendation 
2009 

Grade1 Evidence2 
Strength of 

Recommendation3 
Recommendation 

Category4 

1. We recommend that all patients not currently receiving treatment for 
depression be screened for depression using the Patient Health 
Questionnaire-2 (PHQ-2). 

A, I 

[22-37] 
 

Additional References: 
[38] 

Strong For Not Reviewed, 
Amended 

2. For patients with suspected depression, we recommend an 
assessment for acute safety risks (i.e., harm to self or others, psychotic 
features) during the initial assessment and periodically thereafter as 
needed. 

A 

[41] 
 

Additional References: 
[39,40,42] 

Strong For Not Reviewed, 
Amended 

3. For patients with suspected depression, we recommend an 
appropriate diagnostic evaluation that includes a determination of 
functional status, medical history, past treatment history, and relevant 
family history. 

I 
 

[45] 
 

Additional References: 
[43,44,46,47] 

Strong For Not Reviewed, 
Amended 

4. For patients with a diagnosis of MDD, we suggest using the Patient 
Health Questionnaire-9 (PHQ-9) as a quantitative measure of 
depression severity in the initial treatment planning and to monitor 
treatment progress (see Recommendation 14). 

B 

[45,49-53] 
 

Additional References: 
[48] 

Weak For Not Reviewed, 
Amended 

                                                           
1 The 2009 VA/DoD MDD CPG used the USPSTF evidence grading system (http://www.uspreventiveservicestaskforce.org). Inclusion of more than one 2009 Grade indicates that 

more than one 2009 CPG recommendation is covered under the 2015 recommendation. The strength of recommendations were rated as follows: A- a strong 
recommendation that the clinicians provide the intervention to eligible patients; B- a recommendation that clinicians provide (the service) to eligible patients; C- no 
recommendation for or against the routine provision of the intervention is made; D- recommendation is made against routinely providing the intervention; I- the conclusion 
is that the evidence is insufficient to recommend for or against routinely providing the intervention. 

2 The evidence column indicates studies that support each recommendation. For new recommendations, developed by the 2015 guideline Work Group, the literature cited 
corresponds directly to the 2015 evidence review. For recommendations that have been carried over from the 2009 VA/DoD MDD CPG, slight modifications were made to 
the language in order to better reflect the current evidence and/or the change in grading system used for assigning the strength of each recommendation (USPSTF to 
GRADE). For these “modified” recommendations, the evidence column indicates “additional evidence,” which can refer to either 1) studies that support the 
recommendation and which were identified through the 2015 evidence review, or 2) relevant studies that support the recommendation, but which were not systematically 
identified through a literature review. 

3 Refer to the Grading Recommendations section for more information on how the strength of the recommendation was determined using GRADE methodology. 
4 Refer to the Recommendation Categorization section for more information on the description of the categorization process and the definition of each category. 

http://www.uspreventiveservicestaskforce.org/
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Recommendation 
2009 

Grade1 Evidence2 
Strength of 

Recommendation3 
Recommendation 

Category4 

5. We recommend that patients with complex MDD (severe, chronic or 
recurrent) be offered specialty care by providers with mental health 
expertise in order to ensure better outcomes and effective delivery of 
evidence-based treatment strategies. 

None 

[54] 
 

Additional References: 
[55] 

Strong For Reviewed, New-
replaced 

6. We recommend the use of the collaborative care model for the 
treatment of MDD within a primary care setting. B, B 

[56,57,67-70] 
 

Additional References: 
[39,58-66] 

Strong For Reviewed, New-
replaced 

7. We recommend that treatment planning include patient education 
about the condition and treatment options, including risks and 
benefits. The individualized treatment plan should be developed using 
shared decision-making principles, and should define the provider, 
patient, and support network’s roles. 

B, I 
[71] 

Additional References: 
[72] 

Strong For Not Reviewed, 
Amended 

8. As first-line treatment for uncomplicated mild to moderate MDD (see 
Recommendation 17 for complex cases), we recommend offering one 
of the following treatments based on patient preference, safety/side 
effect profile, history of prior response to a specific medication, family 
history of response to a medication, concurrent medical illnesses, 
concurrently prescribed medications, cost of medication and provider 
training/competence:  
 Evidence-based psychotherapy: 

• Acceptance and commitment therapy (ACT) 
• Behavioral therapy/behavioral activation (BT/BA) 
• Cognitive behavioral therapy (CBT) 
• Interpersonal therapy (IPT) 
• Mindfulness-based cognitive therapy (MBCT) 
• Problem-solving therapy (PST) 

 Evidence-based pharmacotherapy: 
• Selective serotonin reuptake inhibitor (except fluvoxamine) 

(SSRIs) 
• Serotonin–norepinephrine reuptake inhibitor (SNRIs]) 
• Mirtazapine 
• Bupropion 

 The evidence does not support recommending a specific 
evidence-based psychotherapy or pharmacotherapy over another. 

A, B 

[73-87]  
 

Additional References: 
[19,20,88] 

 

Strong For 
Reviewed, New-

replaced 
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Recommendation 
2009 

Grade1 Evidence2 
Strength of 

Recommendation3 
Recommendation 

Category4 
9. In patients who have demonstrated partial or no response to initial 

pharmacotherapy monotherapy (maximized) after a minimum of four 
to six weeks of treatment, we recommend switching to another 
monotherapy (medication or psychotherapy) or augmenting with a 
second medication or psychotherapy. 

None 

[90,91,94,95,97] 
 

Additional References: 
[1,89,92,93,96] 

Strong For Reviewed, New-
replaced 

10. For patients who select psychotherapy as a treatment option, we 
suggest offering individual or group format based on patient 
preference. 

B 

[98] 
 

Additional References: 
[99] 

Weak For Reviewed, New-
replaced 

11. For patients with mild to moderate MDD, we recommend offering 
computer-based cognitive behavioral therapy (CCBT) either as an 
adjunctive intervention or, based on patient preference, as a first-line 
treatment. 

B 

 
[100-102] 

 
Additional References: 

[103] 

Strong For Reviewed, Amended 

12. For patients with mild to moderate MDD who decline 
pharmacotherapy and who decline or cannot access first-line 
evidence-based psychotherapies, we suggest offering non-directive 
supportive therapy or short-term psychodynamic psychotherapy. 

C [77,104,105] 
Weak For 

 

Reviewed, New-
replaced 

 

13. We suggest offering a combination of pharmacotherapy and evidence-
based psychotherapy for the treatment of patients with MDD during a 
new episode of care when the MDD is characterized as: 
 Severe (e.g., PHQ-9 >20) 
 Chronic (duration greater than two years) 
 Recurrent (with three or more episodes) 

A 

[54,107] 
 

Additional References: 
[106] 

 

Weak For 
Reviewed, New-

replaced 
 

14. After initiation of therapy or a change in treatment, we recommend 
monitoring patients at least monthly until the patient achieves 
remission. At minimum, assessments should include a measure of 
symptoms, adherence to medication and psychotherapy, and 
emergence of adverse effects. 

C, B 

[51-53] 
 

Additional References: 
[96,108-114] 

Strong For 
Reviewed, Amended 

 

15. In patients with MDD who achieve remission with antidepressant 
medication, we recommend continuation of antidepressants at the 
therapeutic dose for at least six months to decrease risk of relapse. 

A, I 

[115,116,118] 
 

Additional References: 
[117,119] 

Strong For 
Reviewed, New-

replaced 
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Recommendation 
2009 

Grade1 Evidence2 
Strength of 

Recommendation3 
Recommendation 

Category4 
16. In patients at high risk for recurrent depressive episodes (see 

Discussion) and who are treated with pharmacotherapy, we 
recommend offering maintenance pharmacotherapy for at least 12 
months and possibly indefinitely. 

B, C [115,116,120] Strong For 
Reviewed, New-

replaced 
 

17. For patients at high risk for relapse (e.g., two or more prior episodes, 
unstable remission status), we recommend offering a course of 
cognitive behavioral therapy (CBT), interpersonal therapy (IPT) or 
mindfulness-based cognitive therapy (MBCT)  during the continuation 
phase of treatment (after remission is achieved) to reduce the risk of 
subsequent relapse/recurrence. 
 The evidence does not support recommending a specific evidence-

based psychotherapy over another. 

A [121,122] Strong For Reviewed, Amended 

18. For initiation of treatment in pregnant or breastfeeding women with 
mild to moderate MDD, we recommend offering an evidence-based 
psychotherapy (i.e., ACT, BA/BT, CBT, IPT, MBCT, PST) as a first-line 
treatment. 
 The evidence does not support recommending a specific evidence-

based psychotherapy over another. 
 In pregnant patients with a history of MDD prior to pregnancy who 

responded to antidepressant medications, and are currently stable 
on pharmacotherapy, weigh risk/ benefit balance to both mother 
and fetus in treatment decisions. 

B, A, A, 
C, A, B [123-125] Strong For 

Reviewed, New-
replaced 

 
 

19. For older adults (≥65years) with mild to moderate MDD, we 
recommend offering an evidence-based psychotherapy (i.e., ACT, 
BT/BA, CBT, IPT, MBCT, PST) as a first-line treatment. Patient 
preference and the additional safety risks of pharmacotherapy should 
be considered when making this decision. 
 The evidence does not support recommending a specific evidence-

based psychotherapy over another. 

B, A, A, 
C, A, B [126-128] Strong For Reviewed, New-

replaced 

20. In patients with mild to moderate MDD and significant relationship 
distress, we suggest offering couples-focused therapy, either as 
monotherapy or in combination with pharmacotherapy. 

B, C [129,130] Weak For Reviewed, New-
replaced 

21. We suggest offering light therapy for adult patients with mild to 
moderate MDD with a seasonal pattern (formerly seasonal affective 
disorder [SAD]). 

B, C, I 

[132,133] 
 

Additional References: 
[131] 

Weak For Reviewed, Amended 
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Recommendation 
2009 

Grade1 Evidence2 
Strength of 

Recommendation3 
Recommendation 

Category4 
22. For patients with treatment-resistant MDD who had at least two 

adequate pharmacotherapy trials, we recommend offering 
monoamine oxidase inhibitors (MAOIs) or tricyclic antidepressants 
(TCAs) along with patient education about safety and side effect 
profiles of these medications. 

B, 
None 

[134,137-145] 
 

Additional References: 
[135,136] 

Strong For 
Reviewed, New-

replaced 
 

23. Given the limited information on ketamine’s safety and duration of 
effect, we recommend against the use of ketamine to treat MDD 
outside of a research setting. 

B, 
None [146] Strong Against Reviewed, New-

added 

24. We recommend offering electroconvulsive therapy (ECT) with or 
without psychotherapy in patients with severe MDD and any of the 
following conditions: 
 Catatonia 
 Psychotic depression 
 Severe suicidality 
 A history of a good response to ECT 
 Need for rapid, definitive treatment response on either medical or 

psychiatric grounds 
 Risks of other treatments outweigh the risks of ECT (i.e., co-occurring 

medical conditions make ECT the safest treatment alternative) 
 A history of a poor response to multiple antidepressants 
 Intolerable side effects to all classes of antidepressant medications 

(e.g., seizures, hyponatremia, severe anxiety) 
 Patient preference 
 Pregnancy 

A 

[148-150] 
 

Additional References: 
[147] 

Strong For Reviewed, Amended 

25. We suggest offering treatment with repetitive transcranial magnetic 
stimulation (rTMS) for treatment during a major depressive episode in 
patients with treatment-resistant MDD. 

None [151-156] Weak For Reviewed, New-
added 

26. We recommend against offering vagus nerve stimulation (VNS) for 
patients with MDD, including patients with severe treatment-resistant 
depression outside of a research setting. 

D 

[149,159-165] 
 

Additional References: 
[157,158] 

Strong Against 
 

Reviewed, Amended 

27. We recommend against offering deep brain stimulation (DBS) for 
patients with MDD outside of a research setting. None [166] Strong Against Reviewed, New-

added 
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Recommendation 
2009 

Grade1 Evidence2 
Strength of 

Recommendation3 
Recommendation 

Category4 

28. For patients with MDD, there is insufficient evidence to recommend 
for or against acupuncture either as monotherapy or as an adjunctive 
treatment to pharmacotherapy. 

I 

[167,169,170] 
 

Additional References: 
[168] 

Not Applicable Reviewed, New-
replaced 

29. For patients with MDD, we suggest offering patient education on the 
benefits of exercise as an adjunct to other evidence-based treatments 
for depression or as monotherapy when patients are unwilling or 
unable to engage in first-line evidence-based psychotherapy or 
pharmacotherapy. 

B, B 

[71,175] 
 

Additional References: 
[171-174] 

Weak For 
Reviewed, New-

replaced 
 

30. For patients with MDD, there is insufficient evidence to recommend 
for or against yoga, tai chi, or qi gong either as monotherapy or as an 
adjunctive treatment to pharmacotherapy. 

None 

[178-182] 
 

Additional References: 
[176,177] 

Not Applicable Reviewed, New-
added 

31. For patients with mild MDD who are not pregnant or breastfeeding 
and who prefer herbal treatments to first-line psychotherapy or 
pharmacotherapy, we suggest standardized extract of St. John’s wort 
(SJW) as a medication monotherapy. 

B 

[183] 
 

Additional References: 
[184] 

Weak For Reviewed, Amended 

32. For patients with MDD, we suggest against using omega-3 fatty acids 
or vitamin D for treatment. None 

[185,186,188,189] 
 

Additional References: 
[187] 

Weak Against 
 

Reviewed, New-
added 

 

33. For patients with mild MDD, we suggest patient education about the 
benefits of bibliotherapy based on cognitive-behavioral principles as 
adjunctive treatment or an alternative to pharmacotherapy or 
psychotherapy based on patient preference. 

B 

[190,191] 
 

Additional References: 
[192,193] 

Weak For 
Reviewed, New-

replaced 
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Appendix F: 2009 Recommendation Categorization 

2009 CPG Location1 

2009 Recommendation Text2 
2009 

Grade3 Category4 
2016 

Recommendation5 An
no

ta
tio

n 

Action Statement 20
09

 R
ec

 
N

um
be

r 

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

1 
The Patient Health Questionnaire (PHQ) 2-item should be 
completed annually by all patients seen in primary care 
settings. 

A 
Not 

Reviewed, 
Amended 

Recommendation 1 

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

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 symptoms to warrant a diagnosis of clinical 
major depression and a full clinical interview that 
includes evaluation for suicide risk. 

B 
Not 

Reviewed, 
Deleted 

-- 

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

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 
Not 

Reviewed, 
Amended 

Recommendation 1 

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

4 
Caution should be used in screening patients older than 
75 years since screening instruments may not perform as 
well as in patients 65 to 75 years old. 

C 
Not 

Reviewed, 
Deleted 

-- 

                                                           
1 The first three columns indicate the location of each recommendation within the 2009 MDD CPG. 
2 The 2009 Recommendation Text column contains the wording of each recommendation from the 2009 MDD CPG. In some cases, the recommendations were graded. In these 

cases, the Grade is contained in following column (2009 Grade). 
3 The 2009 VA/DoD MDD CPG used the USPSTF evidence grading system (http://www.uspreventiveservicestaskforce.org). The strength of recommendations were rated as 

follows: A= a strong recommendation that the clinicians provide the intervention to eligible patients; B= a recommendation that clinicians provide (the service) to eligible 
patients; C= no recommendation for or against the routine provision of the intervention is made; D= recommendation is made against routinely providing the intervention; 
I= the conclusion is that the evidence is insufficient to recommend for or against routinely providing the intervention.  

4 The Category column indicates the way in which each 2009 MDD CPG recommendation was updated.  
5 For recommendations that were carried forward to the 2015 MDD CPG, this column indicates the new recommendation(s) to which they correspond. 

http://www.uspreventiveservicestaskforce.org/
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2009 CPG Location1 

2009 Recommendation Text2 
2009 

Grade3 Category4 
2016 

Recommendation5 An
no

ta
tio

n 

Action Statement 20
09

 R
ec

 
N

um
be

r 

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

1 
Women should be screened for depression at their first 
contact with healthcare services in both the antenatal 
and the postnatal periods. 

B 
Not 

Reviewed, 
Deleted 

-- 

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

2 
Depression screening should be performed with either 
the Edinburgh Postnatal Depression Scale (EDPS) or the 
PHQ-2. 

B 
Not 

Reviewed, 
Deleted 

-- 

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

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

Not 
Reviewed, 

Deleted 
-- 

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

None 
Not 

Reviewed, 
Amended 

Recommendation 2 

B Identify patients who are at high risk 
of harm to self or others. 2 

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

None 
Not 

Reviewed, 
Deleted 

-- 



VA/DoD Clinical Practice Guideline for the Management of Major Depressive Disorder 
 

April 2016                                                                 Page 112 of 173 

2009 CPG Location1 

2009 Recommendation Text2 
2009 

Grade3 Category4 
2016 

Recommendation5 An
no

ta
tio

n 

Action Statement 20
09

 R
ec

 
N

um
be

r 
C 

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

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. 

None 
Not 

Reviewed, 
Deleted 

-- 

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

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 
c. Assess whether the patient has ever lost control and 

acted violently 
d. Assess seriousness/severity of past violent behavior. 

None 
Not 

Reviewed, 
Deleted 

-- 



VA/DoD Clinical Practice Guideline for the Management of Major Depressive Disorder 
 

April 2016                                                                 Page 113 of 173 

2009 CPG Location1 

2009 Recommendation Text2 
2009 

Grade3 Category4 
2016 

Recommendation5 An
no

ta
tio

n 

Action Statement 20
09

 R
ec

 
N

um
be

r 

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

3 

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

None 
Not 

Reviewed, 
Deleted 

-- 

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

1 Patients with a possible diagnosis of MDD should be 
assessed for acute or chronic psychosis. None 

Not 
Reviewed, 

Deleted 
-- 

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

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 
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. 

None 
Not 

Reviewed, 
Deleted 

-- 

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

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 comorbid depression in the primary care setting. 

None 
Not 

Reviewed, 
Deleted 

-- 

D 

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

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

None 
Not 

Reviewed, 
Deleted 

-- 
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D 

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

2 

In managing patients who pose a risk, mental health 
providers need to be prepared to consult with primary 
care and other medical specialties concerning patients 
who may be encountered in their clinics. 

None 
Not 

Reviewed, 
Deleted 

-- 

D 

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

3 Patient care management plans must reflect the realities 
of local resources, staffing, and transportation. None 

Not 
Reviewed, 

Deleted 
-- 

D 

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

4 

Consultation with a peer and/or medical law consultant 
on the legal and ethical requirements is recommended as 
it relates to notifications regarding the patient who 
represents a risk to others. 

None 
Not 

Reviewed, 
Deleted 

-- 

E 

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. 

1 

Once the patient is stable, the clinical assessment should 
be completed by the primary care provider, including a 
relevant history, physical examination, and laboratory 
tests as indicated. 

I 
Not 

Reviewed, 
Amended 

Recommendation 4 

E 

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. 

2 

Relevant history may include the following: 
a. Review of the impact of depressive symptoms on 

functional status. Typical questions include: 
i. During the past few weeks, have any physical or 

emotional problems interfered with your typical 
daily activities?” 

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

iii. If positive, areas for brief inquiry include: job, 
pleasurable hobbies, social activities, and 
important personal relationships. 

None 
Not 

Reviewed, 
Deleted 

-- 
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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-9 that may help 
diagnose depression and determine severity of 
symptoms, such as: 
i. Medically unexplained physical symptoms 

ii. Chronic, debilitating medical conditions 
iii. Current substance use 
iv. Decrease in sensory, physical, or cognitive function 
v. Victim of current or past physical or sexual abuse 

or emotional neglect 
vi. Family history of major depression 

vii. Loss of significant relationship, primary support 
system, or economic status 

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

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

x. Spousal bereavement and widowhood 
xi. Symptoms or signs of post-traumatic stress disorder 

xii. Mania/hypomania. 
e. Review of medications, including prescription drugs 

and over-the-counter drugs (herbals, nutritionals, 
vitamins, and body building supplements). 
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E 

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. 

3 

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

None 
Not 

Reviewed, 
Deleted 

-- 

E 

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. 

4 

Laboratory tests as clinically indicated, e.g., complete 
blood count (CBC), chemistry profile, thyroid studies, B12 
and folate assessments, pregnancy screen and toxicology 
screen and an ECG for patients over the age of 40. 

None 
Not 

Reviewed, 
Deleted 

-- 

E 

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

1 
For patients with a positive depression screen or in 
whom depression is suspected, administer the PHQ-9 as 
a component of the initial assessment. 

B 
Not 

Reviewed, 
Amended 

Recommendation 3 

E 

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

2 

DSM-IV-TR criteria should be used to diagnose 
depression. The PHQ-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. 

None 
Not 

Reviewed, 
Deleted 

-- 

E 

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

3 

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

None 
Not 

Reviewed, 
Deleted 

-- 

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

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

None 
Not 

Reviewed, 
Deleted 

-- 

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

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

None 
Not 

Reviewed, 
Deleted 

-- 



VA/DoD Clinical Practice Guideline for the Management of Major Depressive Disorder 
 

April 2016                                                                 Page 117 of 173 

2009 CPG Location1 

2009 Recommendation Text2 
2009 

Grade3 Category4 
2016 

Recommendation5 An
no

ta
tio

n 

Action Statement 20
09

 R
ec

 
N

um
be

r 

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

3 Consider discontinuing the offending medication as 
clinically indicated. None 

Not 
Reviewed, 

Deleted 
-- 

F 

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

1 

The diagnostic work-up for MDD should include 
evaluation for existing or emerging medical conditions 
that may exacerbate the depression. These may include: 
a. Cardiovascular diseases 
b. Chronic pain syndrome 
c. Degenerative diseases 
d. Immune disorders 
e. Metabolic endocrine conditions (including kidney and 

lung diseases) 
f. Neoplasms 
g. Trauma 

None 
Not 

Reviewed, 
Deleted 

-- 

F 

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

2 
Simultaneous treatment is often required for both the 
medical problem and psychiatric symptoms and can lead 
to overall improvement in function. 

None 
Not 

Reviewed, 
Deleted 

-- 

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

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” (rapid and excessive 
consumption of food) and/or “purging” (use of self-
induced vomiting, laxatives, or diuretics) to control 
weight that may suggest bulimia nervosa 

None 
Not 

Reviewed, 
Deleted 

-- 
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d. Frequent and disabling nightmares or flashbacks 
suggestive of post-traumatic stress disorder 

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

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

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. 

None 
Not 

Reviewed, 
Deleted 

-- 

G Determine if the patient has bipolar 
disorder. 1 

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

None 
Not 

Reviewed, 
Deleted 

-- 

G Determine if the patient has bipolar 
disorder. 2 Patients suspected to have bipolar disorder should be 

referred to mental health for diagnosis and management. None 
Not 

Reviewed, 
Deleted 

-- 

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

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

I 
Not 

Reviewed, 
Deleted 

-- 

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

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

I 
Not 

Reviewed, 
Deleted 

-- 

G Determine if the patient has other 
somatoform disorders. 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. 

None 
Not 

Reviewed, 
Deleted 

-- 

G Determine if the patient has other 
somatoform disorders. 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. 

None 
Not 

Reviewed, 
Deleted 

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

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). 

None 
Not 

Reviewed, 
Deleted 

-- 

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

2 

If the diagnosis of depression NOS is made, 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. 

None 
Not 

Reviewed, 
Deleted 

-- 

H Identify patients with a diagnosis of 
dysthymia and treat accordingly. 1 

The diagnosis of dysthymia may be considered in patients 
who experienced a two-year period during which, for 
most days, the individual 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 
f. Hopelessness. 

None 
Not 

Reviewed, 
Deleted 

-- 

H Identify patients with a diagnosis of 
dysthymia and treat accordingly. 2 

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

None 
Not 

Reviewed, 
Deleted 

-- 

H Identify patients with a diagnosis of 
dysthymia and treat accordingly. 3 

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. 

None Reviewed, 
Deleted -- 
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H Identify patients with a diagnosis of 
dysthymia and treat accordingly. 4 

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. 

None Reviewed, 
Deleted -- 

J 

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

1 

The level of symptoms severity of MDD should be 
determined for the patient with diagnosed MDD based 
on the patient’s symptoms score (PHQ-9) and level of 
functional impairment ascertained in the clinical 
psychiatric interview. 

None 
Not 

Reviewed, 
Amended 

Recommendation 3 

J 

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

2 
The classification of mild, moderate, or severe MDD 
should be used to establish a baseline and track progress 
as treatment is initiated. 

None 
Not 

Reviewed, 
Deleted 

-- 

J 

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

3 

Key symptoms that may have impact on a patient’s 
functional impairment 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. 

None 
Not 

Reviewed, 
Deleted 

-- 

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

1 Patients should receive information that is reasonable for 
them about their treatment options. None 

Not 
Reviewed, 

Deleted 
-- 

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

2 Patients should be informed about the risks and benefits 
of each treatment option. None 

Not 
Reviewed, 

Deleted 
-- 

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

3 Patients should be assessed for their understanding of 
the ramifications of their choice. None 

Not 
Reviewed, 

Deleted 
-- 

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

1 Patients with severe or complicated depressive disorder 
should be referred to mental health specialty care. None 

Not 
Reviewed, 

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

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 treatment 

or otherwise 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 condition that significantly 
complicates the treatment 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. 

None Reviewed, 
Deleted -- 

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

3 

The primary care provider should consider consultation 
with mental health specialists in the following 
circumstances: 
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, in the primary care provider’s 
judgment, seem beyond the capabilities of the 
primary care setting. 

None 
Not 

Reviewed, 
Deleted 

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

4 

When weighing the need for consultation, the primary 
care provider should take into account the patient’s 
preferences and common barriers to effective 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. 

None 
Not 

Reviewed, 
Deleted 

-- 

M 

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

1 

Psychoeducation should be provided for individuals with 
depression at all levels of severity and in all care settings 
and should be provided both verbally and with written 
educational materials. 

I 
Not 

Reviewed, 
Deleted 

-- 

M 

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

2 

There should be education on the nature of depression 
and its treatment options and should include the 
following: 
a. Depression is a medical illness, not a character defect 
b. Education on the causes, symptoms, and natural 

history of major depression 
c. Treatment is often effective and is the rule rather 

than the exception 
d. The goal of treatment is complete remission; this may 

require several treatment trials 
e. Treatment of depression can lead to decreased 

physical disability and longer life 
f. Education about various treatment options, including 

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

I 
Not 

Reviewed, 
Deleted 

-- 
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M 

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

3 

When antidepressant pharmacotherapy is used, the 
following key messages should be given to enhance 
adherence to medication: 
a. Side effects often precede therapeutic benefit, but 

typically recede over time while benefits increase 
b. A slight increase in suicidal ideation in the first month 

may occur and patients should contact their provider 
if this does occur. 

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

d. Most people need to be on medication for at least 6 
to 12 months after adequate response 

e. It usually 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 

B 
Not 

Reviewed, 
Amended 

Recommendation 7 

M 

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

4 

Education focused on treatment adherence should focus 
on the following:  
a. Education on the risk of relapse 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 symptoms of relapse or 
recurrence, along with encouragement to seek 
treatment early in the event these signs or symptoms 
occur. 

I 
Not 

Reviewed, 
Amended 

Recommendation 7 
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M 

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

5 

A major goal for the use of self-management strategies is 
to enhance the patient’s active engagement in 
treatment. A common strategy is for a patient to 
collaboratively select one or two self-management goals 
at a time to pursue during treatment. Education should 
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.  

b. Exercise – MDD is associated with low levels of 
exercise. There is fairly strong evidence that exercise 
often has significant antidepressant effects. 

c. Bibliotherapy - Bibliotherapy (the use of self-help texts) 
may be helpful to patients for understanding their 
illness and developing self-management skills. Guided 
self-help programs which entail a cognitive behavioral 
focus and 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  

d. Sleep hygiene – Patients with MDD often have 
substantial sleep problems including insomnia, 
hypersomnia, and disturbances of sleep maintenance. 
Education regarding appropriate sleep hygiene should 
be included for patients exhibiting any sleep 
disturbances.  

e. Tobacco use – Tobacco use has 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, B, C 
Not 

Reviewed, 
Deleted 

-- 
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Referral or treatment of nicotine dependence should 
be considered in patients treated for depression.  

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

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. 

h. Pleasurable activities – Depression has been 
conceptualized by behavioral theorists as the loss or 
significant decrement of reinforcing activities. 
Behavioral activation (the systematic scheduling and 
monitoring of pleasurable or reinforcing activities) has 
been shown to have significant antidepressant effects. 

M 

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

6 

Psychoeducational strategies should be incorporated into 
structured and organized treatment protocols, which 
entail structured systematic monitoring of treatment 
adherence and response and self-management 
strategies. 

B 
Not 

Reviewed, 
Amended 

Recommendation 7 

M 

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. 

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. 

None 
Not 

Reviewed, 
Deleted 

-- 
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M 

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. 

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

None 
Not 

Reviewed, 
Deleted 

-- 

M 

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

1 

Patients who are diagnosed with mild-moderate MDD 
should receive an initial trial of monotherapy that 
incorporates either an antidepressant 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). 

None 
Reviewed, 

New-
replaced 

Recommendation 8 
 

M 

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. 

1 

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

None 
Reviewed, 

New-
replaced 

Recommendation 13 
 

M 

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. 

2 

Patient preferences, resources, and tolerability of 
treatment may override this recommendation in certain 
circumstances. In these circumstances, more aggressive 
monotherapy should be considered as well as adapting 
treatment when response is not robust. 

None Reviewed, 
Deleted -- 
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M 

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

1 

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

None Reviewed, 
Deleted -- 

M 

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

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

None 
Reviewed, 

New-
replaced 

Recommendation 5 

M 

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

3 

The use of complex strategies increases the burden to 
patients, the chance of adverse events, and costs. 
Therefore, structured monitoring and assessment is 
critical in the management of these patients. 

None Reviewed, 
Deleted -- 

M 

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). 

1 

Somatic treatment strategies should be prescribed and 
monitored only by physicians who have specific training 
and expertise in the management of treatment-resistant 
depression and the use of these devices. 
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 be a first line 
treatment 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 treatment of resistant depression 
for patients who have failed to respond to at least 4 
adequate medications and/or electro-convulsive 
therapy (ECT) trials. 

None Reviewed, 
Deleted -- 

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

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. 

None 
Not 

Reviewed, 
Deleted 

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

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

None 
Not 

Reviewed, 
Deleted 

-- 

N 

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

1 

Individuals with MDD should be assessed for any 
significant, unmet psychosocial needs or situational 
stressors. These include, but are not limited to: 
a. 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 
f. Occupational problems 
g. Difficulties with activities of daily living or 

instrumental activities of daily living 
h. Any other acute or chronic situational stressors 

B 
Not 

Reviewed, 
Deleted 

-- 

N 

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

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 
Not 

reviewed, 
Deleted 

-- 

N 

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

3 

Psychosocial rehabilitation services may include, but are not 
limited to, referrals to community social service agencies, 
emergency and transitional housing programs, vocational 
rehabilitation, agencies providing financial assistance, 
support groups, senior centers, and supervised living 
situations (e.g., foster homes, assisted living facilities). 

C 
Not 

Reviewed, 
Deleted 

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

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 
Not 

Reviewed, 
Deleted 

-- 

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

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

B 
Not 

Reviewed, 
Deleted 

-- 

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

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

Not 
Reviewed, 
Amended 

Recommendation 2 

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

1 

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

None Reviewed, 
Deleted -- 

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

2 Identified side effects should be managed to minimize or 
alleviate the side effects. None Reviewed, 

Deleted -- 

O 

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. 

1 
Adherence should be assessed directly and routinely, 
targeting common reasons for nonadherence (e.g., side 
effects, lack of efficacy, feeling better). 

B 
Not 

Reviewed, 
Deleted 

-- 
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O 

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. 

2 

Providers should give simple 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 address issues or 
concerns) in order to increase adherence to treatment in 
the acute phase of treatment. 

B 
Not 

Reviewed, 
Amended 

Recommendation 7 

O 

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. 

3 

In primary care, utilize collaborative care personnel (e.g., 
nurses, social workers, psychologists) and systems 
strategies to enhance adherence to treatment beyond 
the acute phase. Collaborative care strategies used by 
mental health specialists focus on patient education via 
systematic in-person or telephonic follow-up/monitoring 
to address adherence, relapse prevention issues and self-
management strategies. 

B 
Reviewed, 

New-
replaced 

Recommendation 6 

O 

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. 

4 

For patients who are at high risk for non-adherence to 
antidepressant medication, refer for psychotherapy to 
increase medication adherence and decrease the chance 
of treatment discontinuation. 

B 
Not 

Reviewed, 
Deleted 

-- 
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O 

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

1 

In treatment of non-responders, 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 for a 
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 use disorder, post-
traumatic stress disorder, generalized anxiety or 
panic disorder and in older adults, dementia. 

b. Assessment for medical conditions that may present 
with 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 psychosocial problems that may 
contribute to treatment nonresponse. Domains 
assessed may include financial, legal, relationship, 
work, or negative life events. 

None 
Not 

Reviewed, 
Deleted 

-- 

P 

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. 

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. 

None Reviewed, 
Deleted -- 
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P 

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. 

1 

Improvement with psychotherapy is often slower than 
with pharmacotherapy. A decision regarding progress 
with psychotherapy and the need to change or augment 
this type of treatment may require 8 to 10 weeks before 
evaluation. 

None Reviewed, 
Deleted -- 

Q Ensure patient remains on treatment 
with desired outcome. 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. 

None Reviewed, 
Deleted -- 

R 

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

1 

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

month, OR 
 Beck Depression Inventory (BDI) score of 10 or less, 

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

less, maintained for at least 1 month. 

None 
Not 

Reviewed, 
Deleted 

-- 

S 

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

1 

In patients with MDD who achieve remission with 
antidepressant medication, treatment should be 
continued at the same dose for an additional 6 to 12 
months to decrease the risk of relapse. 

A 
Reviewed, 

New-
replaced 

Recommendation 15 

S 

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

2 

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

None 
Not 

Reviewed, 
Deleted 

-- 
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 S 

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

3 

Cognitive behavioral therapy (CBT), Cognitive Therapy 
(CT), or Mindfulness-Based Cognitive Therapy (MBCT) 
should be used during the continuation phase of 
treatment with patients at high risk for relapse (i.e., two 
or more prior episodes, double depression, unstable 
remission status) to reduce the risk of subsequent 
relapse/recurrence. This can occur after 
pharmacotherapy has ended or as a combined 
intervention for patients continuing pharmacotherapy. 

A Reviewed, 
Amended Recommendation 17 

S 

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

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 Reviewed, 
Amended Recommendation 14 

S 

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

5 
A relapse prevention plan should be developed that 
addresses duration of treatment, prognosis, self-
management goals, and self-monitoring. 

B Reviewed, 
Amended Recommendation 14 

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

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

Reviewed, 
New-

replaced 
Recommendation 15 

T 

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

2 

Indications for Maintenance: 
a. Two or more prior episodes, 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. Co-morbid substance use disorder, anxiety disorders 
d. Ongoing psychosocial stressors: low socioeconomic 

status, acrimonious relationship, chronic/severe 
medical illness. 

B, C, C, C Reviewed, 
Deleted -- 
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T 

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

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 
Reviewed, 

New-
replaced 

Recommendation 16 

T 

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

4 Consider maintenance phase psychotherapy for a very 
select population. B Reviewed, 

Deleted -- 

U 

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

1 

The choice of antidepressant should be based on safety, 
the patient’s co-morbid conditions, symptoms, 
concurrent medication, and previous response: 
a. Antidepressants in dosage 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. 

I Reviewed, 
Deleted 

 
-- 

U 

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

2 
Patients who do not tolerate an initial antidepressant 
prior to responding, should be switched to a different 
first-line antidepressant. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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

3 

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 
following options: 
a. Continue present management and reassess in 4-6 

weeks 
b. Consider raising the dose in patients who tolerate to 

accelerate remission 

None Reviewed, 
Deleted -- 
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U 

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

4 

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 

None Reviewed, 
Deleted -- 

U 

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

5 

Patients who do not achieve remission (a PHQ-9 score < 
5) after 8 to 12 weeks with an initial antidepressant have 
the following options: 
a. Increase in the dose, provided the dose has not 

already been maximized 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 

None Reviewed, 
Deleted -- 

U 

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

6 

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. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 
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U 

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

7 

Patients who do not achieve remission after adequate 
trials of two first-line antidepressants should either be 
switched to a new antidepressant from a different class 
(consider venlafaxine if not already tried) or receive 
augmentation with either medications or psychotherapy. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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

8 

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

None Reviewed, 
Deleted -- 

U 

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

1 Consider 6 to 12 months of care management for 
patients with mild to moderate major depression. B 

Reviewed, 
New-

replaced 
Recommendation 6 

U 

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

2 

Care management components may be delivered by 
telephone, should be delivered by individuals with the 
relevant training and skill set, and should include: 
a. Depression symptom monitoring using a validated 

instrument (e.g., PHQ-9) at each contact 
b. Depression education (illness, course, treatments, 

timing of expected treatment 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. 

B Reviewed, 
Deleted -- 
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U 

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

3 

Care managers should: 
a. Encourage and support regular attendance for 

scheduled 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 

None Reviewed, 
Deleted -- 

U  1 

There is insufficient evidence to recommend one 
antidepressant medication over another for all patients. 
a. The choice of medication is based on side effect 

profiles, history of prior response, family history of 
response, type of depression, concurrent medical 
illnesses, concurrently prescribed medications, and 
cost of medication 

b. Generally, selective serontonin reuptake inhibitors 
(SSRIs) or venlafaxine are first line antidepressants for 
patients in the primary care setting because 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 dose 
range has been achieved and an adequate response 
period allowed (a minimum of four to six weeks) 

d. Discontinuation of antidepressant maintenance 
therapy should be done with a slow taper, as it may 
result in adverse withdrawal symptoms or return of 
original depressive symptoms. Tapering should be 

None 
Reviewed, 

New-
replaced 

Recommendation 8 
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guided by the elimination half-life of the parent 
compound and metabolites, and by close monitoring 
of depressive symptoms. 

U 

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. 

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

None 
Reviewed, 

New-
replaced 

Recommendation 8 
 

U 

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. 

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

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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. 

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

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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. 

4 Maximizing the dose of an SSRI should be considered for 
patients who show no response or partial response. None Reviewed, 

Deleted -- 

U 

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. 

5 Augmentation may be considered for those who show 
only partial response to an SSRI. None 

Reviewed, 
New-

replaced 
Recommendation 9 
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U 

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. 

6 

When SSRIs are prescribed, the following should be 
considered: 
a. The potential for pharmacokinetic and 

pharmacodynamic drug interactions 
b. The potential for discontinuation symptoms 

particularly for the shorter half-life SSRIs 
c. Drug specific side effects in selecting specific SSRI for 

patients who may be sensitive to these effects. 

None 
Reviewed, 

New-
replaced 

Recommendation 8 
 

U 

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. 

7 Avoid paroxetine in pregnant women. None Reviewed, 
Deleted -- 

U 

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. 

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

None Reviewed, 
Deleted -- 

U 

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

1 
Serotonin norepinephrine reuptake inhibitors (SNRIs) 
may be used as first line agents in the treatment of adults 
with MDD. 

None 
Reviewed, 

New-
replaced 

Recommendation 8 
 

U 

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

2 Patients who do not remit or are intolerant of an SNRI 
may be switched to another class of antidepressants. None 

Reviewed, 
New-

replaced 
Recommendation 9 
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U 

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

3 

SNRIs may be considered as a treatment option in 
patients who have not remitted to treatment with one or 
more second generation antidepressants (SSRIs, 
bupropion, or mirtazapine). 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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

4 SNRIs should be initiated at a low dose to improve 
tolerability and then increased to an effective dose. None Reviewed, 

Deleted -- 

U 

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

5 
Maximizing the dose of venlafaxine may be considered 
for patients who show no response or a partial response 
to antidepressant treatment. 

None Reviewed, 
Deleted -- 

U 

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

6 
Augmentation may be considered for patients who show 
no response or a partial response to antidepressant 
treatment. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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

7 Consider the potential for drug interactions with this 
class. None 

Reviewed, 
New-

replaced 
Recommendation 8 

U 

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

8 Consider the potential for discontinuation symptoms 
with this class. None 

Reviewed, 
New-

replaced 
Recommendation 8 
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SNRIs, along with the selective 
serotonin reuptake inhibitors (SSRIs), 
bupropion, and mirtazapine, are 
considered a first line treatment 
option for adults with MDD. 

9 Avoid duloxetine in patients with substantial alcohol use 
or evidence of chronic liver disease. None Reviewed, 

Deleted -- 

U 

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. 

1 Bupropion is a treatment option for patients with MDD 
for whom a first-line antidepressant is appropriate. None 

Reviewed, 
New-

replaced 

Recommendation 8 
 

U 

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. 

2 
Bupropion is an augmentation option for patients who 
have partially responded to a different antidepressant 
but have not achieved remission. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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. 

3 
Patients should be titrated to the dose of bupropion that 
is effective and tolerable without exceeding the 
maximum recommended daily dose. 

None Reviewed, 
Deleted -- 

U 

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. 

4 

Bupropion should be considered as an alternative 
antidepressant for patients who have experienced 
intolerable sexual side effects with other 
antidepressants. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 
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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. 

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. 

None Reviewed, 
Deleted -- 

U 

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. 

6 Bupropion may be considered for patients with MDD 
who desire to stop smoking. None Reviewed, 

Deleted -- 

U 

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. 

7 
Bupropion should not be prescribed to patients with a 
history of seizure disorder or anorexia nervosa or 
bulimia. 

None Reviewed, 
Deleted -- 

U 

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. 

1 Mirtazapine is a treatment option for patients with MDD 
for whom a first-line antidepressant is appropriate. None 

Reviewed, 
New-

replaced 

Recommendation 8 
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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. 

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. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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. 

3 
Mirtazapine’s dose should be titrated to a dose that is 
effective and tolerated without exceeding the maximum 
recommended daily dose. 

None Reviewed, 
Deleted -- 

U 

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. 

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

None Reviewed, 
Deleted -- 

U 

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. 

5 Mirtazapine should be avoided in patients for whom 
weight gain would be problematic. None Reviewed, 

Deleted -- 
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U  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 
Reviewed, 

New-
replaced 

Recommendation 22 

Recommendation 23 

U  2 

TCAs should be used cautiously in the elderly. If the use 
of TCAs is necessary, 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. 

None Reviewed, 
Deleted -- 

U  3 TCAs should be used cautiously in patients who are at 
high risk for suicide. None Reviewed, 

Deleted -- 

U  4 

Therapeutic response and dosing with a TCA may vary 
among patients due to both pharmacokinetic (e.g., 
enzyme induction by smoking), and pharmacodynamic 
(e.g., increased sensitivity in the elderly) differences. 

None Reviewed, 
Deleted -- 

U  5 

Therapeutic plasma concentrations should be monitored. 
Of the various TCAs, plasma concentration for 
desipramine, imipramine, and nortriptyline are best 
established. Although amitriptyline has been extensively 
studied, no clear relationship between response and 
plasma level has emerged. The use of therapeutic blood 
concentration can be of value in particular clinical 
instances, such as in patients who do not respond to or 
comply with therapy, patients on combination therapy, 
elderly patients, or patients with suspected drug toxicity. 

None Reviewed, 
Deleted -- 

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

None 
Reviewed, 

New-
replaced 

Recommendation 22 

Recommendation 23 
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U  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. 

None Reviewed, 
Deleted -- 

U  3 

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

None Reviewed, 
Deleted -- 

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

None Reviewed, 
Deleted -- 

U  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). 

None Reviewed, 
Deleted -- 

U 

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. 

1 
Augmentation can be introduced at any point in therapy, 
provided the patient has demonstrated a partial 
response to an existing antidepressant. 

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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 

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

None Reviewed, 
Deleted -- 
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patient’s current medications 
(including antidepressants), co-morbid 
conditions, and adverse effect profile. 

U 

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. 

3 

The atypical antipsychotics, with the exception of 
clozapine, can be considered as an alternative 
augmentation strategy, but should only be considered 
when other more established augmentation agents have 
either failed to result in remission or are contraindicated. 

None Reviewed, 
Deleted -- 

U 

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 poststroke patients. 

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

None 
Reviewed, 

New-
replaced 

Recommendation 9 

U 

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 poststroke patients. 

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. 

None Reviewed, 
Deleted -- 
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U 

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 poststroke patients. 

3 Methylphenidate is the most studied and preferred 
psychostimulant. None Reviewed, 

Deleted -- 

U 

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 poststroke patients. 

4 Only the immediate-release formulations of 
psychostimulants should be prescribed. None Reviewed, 

Deleted -- 

U 

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 poststroke patients. 

5 

Patients receiving psychostimulants should have their 
heart rate and blood pressure monitored. 
Psychostimulants should not be prescribed for patients 
with uncontrolled hypertension or cardiovascular 
disease. 

None Reviewed, 
Deleted -- 

U 

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 poststroke patients. 

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

None Reviewed, 
Deleted -- 
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U 

Evidence-based short-term 
psychotherapies (cognitive 
behavioral therapy [CBT], inter 
personal 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. 

1 

First-line psychotherapies (cognitive behavioral 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): 
i. Behavioral Activiation (BA) is a recommended 

treatment [B] 
ii. CBT is a treatment option [B] 

A, B 
Reviewed, 

New-
replaced 

Recommendation 8 
 

U 

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. 

2 

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

weeks 
b. PST: six sessions over 3 months 

A Reviewed, 
Deleted -- 

U 

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. 

3 
In patients with a history of suicide attempts, CBT is a 
recommended treatment for reducing risk of suicide 
attempts. 

B Reviewed, 
Deleted -- 
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U 

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. 

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

A 
Reviewed, 

New-
replaced 

Recommendation 13 
 

U 

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. 

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

B 

Reviewed, 
New-

replaced 
Recommendation 18 

Reviewed, 
New-

replaced 

Recommendation 19 
 

U 

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. 

6 

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

C Reviewed, 
Deleted -- 
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U 

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. 

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

Reviewed, 
New-

replaced 
Recommendation 18 

U 

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. 

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

B 
Reviewed, 

New-
replaced 

Recommendation 20 

U 

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. 

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

A 
Reviewed, 

New-
replaced 

Recommendation 18 

Recommendation 19 

U 

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. 

2 CBT group is an option for treatment of major 
depression. B 

Reviewed, 
New-

replaced 
Recommendation 10 
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U 

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. 

3 For severe major depression, CBT alone is a treatment 
option. B Reviewed, 

Deleted -- 

U 

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. 

4 
For severe, recurrent (3 or more episodes) or chronic 
major depression, CBT in combination with 
pharmacotherapy is a recommended treatment option. 

A 
Reviewed, 

New-
replaced 

Recommendation 13 

U 

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

1 
Sixteen to 20 sessions of interpersonal psychotherapy 
(IPT) is a recommended treatment option for mild to 
moderate MDD. 

A 
Reviewed, 

New-
replaced 

Recommendation 18 

Recommendation 19 
 

U 

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

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

C 
Reviewed, 

New-
replaced 

Recommendation 18 

Recommendation 19 

U 

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

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

B Reviewed, 
Deleted -- 
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U 

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

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 moderate MDD, 
including older adults. 

A 
Reviewed, 

New-
replaced 

Recommendation 8 

U 

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. 

1 
Individual Behavior Therapy/Behavioral Activation 
(BT/BA), is a treatment option for patients with mild to 
moderate MDD. 

A 
Reviewed, 

New-
replaced 

Recommendation 8 

Recommendation 18 

Recommendation 19 

U 

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. 

2 

Sixteen to 24 sessions of individual Behavior 
Therapy/Behavioral Activation (BT/BA) may be offered to 
patients with severe MDD, especially if they are not able 
to tolerate pharmacotherapy (including pregnant, 
postpartum, or older patients). 

B 
Reviewed, 

New-
replaced 

Recommendation 18 

Recommendation 19 

U 

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. 

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 relative ease in learning how to 
effectively implement it. 

I Reviewed, 
Deleted -- 
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U 

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

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 
Reviewed, 

New-
replaced 

Recommendation 20 
 

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

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

C 
Reviewed, 

New-
Replaced 

Recommendation 11 

U 

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

1 

Twenty-eight sessions of dialectical behavioral therapy 
(DBT) skills training class, supplemented by weekly phone 
coaching, may be offered as an augmentation strategy to 
pharmacotherapy for older patients with MDD. 

C Reviewed, 
Deleted -- 

U 

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

1 

Short-term psychodynamic psychotherapy (SDPP) may be 
considered for achieving reduction in depressive 
symptoms for mild to moderate MDD in adults, 
depending on patient preference and on the presence of 
other complex comorbidities. 

C 
Reviewed, 

New-
Replaced 

Recommendation 11 

U 

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

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 pharmacotherapy, with the goal of 
reducing depressive symptoms and achieving remission. 

B Reviewed, 
Amended Recommendation 12 

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

1 

Guided cognitive-behavioral-based self-help 
interventions of 6 to 9 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 
Reviewed, 

New-
replaced 

Recommendation 33 
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U 

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 MAOIs, 
or retinal detachment). 

1 

Electroconvulsive therapy (ECT) should be considered in 
patients with severe MDD and any of the following 
conditions: 
a. Catatonia or other psychotic symptoms 
b. Severe suicidality 
c. A history of prior good response to ECT 
d. Need for rapid, definitive treatment response on 

either medical or psychiatric grounds 
e. Risks of other treatments outweigh the risks of ECT 

(i.e., comorbid medical conditions make ECT the 
safest treatment alternative) 

f. A history of poor response to multiple 
antidepressants 

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

h. Patient preference. 

A Reviewed, 
Amended 

Recommendation 24 
 

U 

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 MAOIs, 
or retinal detachment). 

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:  
a. Space-occupying cerebral lesion or other conditions 

resulting in elevated intracranial pressure confers 
added risk of brainstem herniation 

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

c. Recent intracerebral hemorrhage, or patients with 
bleeding or unstable vascular aneurysms or 
malformations 

d. Degenerative diseases of the axial or appendicular 
skeleton - use of anesthetic and muscle relaxant 

B Reviewed, 
Deleted -- 
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techniques have added to the safety profile of ECT in 
these individuals. 

e. Patient currently taking monoamine oxidase inhibitor 
medication (MAOI). MAOIs should be discontinued 
two weeks prior to initiating ECT in order to prevent a 
possible hypertensive crisis. 

f. Patient currently taking lithium may develop a 
neurotoxic syndrome marked by increased mental 
confusion, disorientation, and unresponsiveness  

g. Retinal detachment 
h. Pheochromocytoma 
i. High anesthesia risk – American Society of 

Anesthesiologists level 4 or 5. 

U 

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 MAOIs, 
or retinal detachment). 

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 Reviewed, 
Deleted -- 

U 

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 

4 There is insufficient evidence to recommend for or 
against ECT in the elderly. I Reviewed, 

Deleted -- 
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hemorrhage, currently taking MAOIs, 
or retinal detachment). 

U 

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. 

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

D Reviewed, 
Amended Recommendation 26 

U 

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

1 
Consider the use of exercise as an adjunct to other 
empirically supported treatments for depression, 
particularly antidepressant medication. 

B 
Reviewed, 

New-
replaced 

Recommendation 29 

U 

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

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

B 
Reviewed, 

New-
replaced 

Recommendation 29 

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

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

B Reviewed, 
Amended Recommendation 21 

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

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 Reviewed, 
Amended 

Recommendation 21 
 

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

3 

A 2,500-Lux white light for two hours/day or treatment 
with 10,000-Lux for 30 minutes/day is recommended as 
these are equally efficacious and better than control 
treatments done with dim light. 

C Reviewed, 
Amended 

Recommendation 21 
 

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

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

Amended 
Recommendation 21 
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U 
Consider light therapy for some 
patients with MDD, particularly if they 
have seasonal affective disorder (SAD). 

5 Patients being treated for MDD with light therapy need 
to be monitored for safety. C Reviewed, 

Amended 
Recommendation 21 

 

U 

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

1 St. John's wort may be used by patients with mild MDD 
who have a strong preference for herbal treatments. B Reviewed, 

Amended Recommendation 31 

U 

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

2 St John’s wort is not recommended for patients with 
moderate to severe major depression. D Reviewed, 

Deleted -- 

U 

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

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 Reviewed, 
Deleted -- 

U 

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

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 Reviewed, 
Deleted -- 

U 
Acupuncture should not be 
recommended as a treatment for 
MDD. 

1 

There is insufficient evidence to determine the efficacy of 
acupuncture 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] 

I 
Reviewed, 

New-
replaced 

Recommendation 28 
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Appendix H: Abbreviation List 

Abbreviation Definition 
ACT Acceptance and Commitment Therapy 
AHRQ Agency for Healthcare Research and Quality 
Army STARRS Army Study to Assess Risk and Resilience in Servicemembers 
BA Behavioral Activation 
BDI Beck Depression Inventory 
BHL Behavioral Health Laboratory  
BID  Twice a day 
BT Behavioral Therapy 
CBT Cognitive Behavioral Therapy 
CBC Complete Blood Count 
CCBT Computer-based Cognitive Behavioral Therapy 
CFT Couples/marital-focused Therapy 
COR Contracting Officer’s Representative 
CPG Clinical Practice Guideline 
CR  Controlled Release 
CrCl  Creatinine Clearance 
CRNP Certified Registered Nurse Practitioner 
DBS Deep Brain Stimulation 
DBT Dialectical Behavior Therapy  
DHA Docosahexaenoic acid 
DoD Department of Defense 
DSM Diagnostic and Statistical Manual of Mental Disorders  
DSM-IV Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition 
DSM-IV-TR Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision  
DSM-5 Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition 
EBPWG Evidence-Based Practice Working Group 
ECT Electroconvulsive Therapy 
EPDS Edinburgh Postnatal Depression Scale 
EPA Eicosapentaenoic acid 
FDA Food and Drug Administration 
GSH Guided Self-Help 
HDRS Hamilton Depression Rating Scale 
HRSD Hamilton Rating Scale for Depression  
HTA Health Technology Assessment 
ICD International Classification of Diseases  
IPT Interpersonal Therapy  
IR  Immediate Release 
ITT Intention-to-treat 
IU International Unit 
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Abbreviation Definition 
MAOI Monoamine Oxidase Inhibitor 
MBCT Mindfulness-based Cognitive Therapy 
MBT Mindfulness-based Therapy 
MDD Major Depressive Disorder 
NaSSA Noradrenergic and Specific Serotonergic Antidepressant 
NDRI Norepinephrine and Dopamine Reuptake Inhibitor 
NDSP Non-directive Supportive Psychotherapy 
NICE National Institute for Health and Care Excellence  
NIMH National Institute of Mental Health  
NMDA N-methyl-D-aspartate  
PHQ Patient Health Questionnaire 
PICOTS Population, Intervention, Comparison, Outcome, Timing and Setting 
PST Problem-solving Therapy 
PTSD Posttraumatic Stress Disorder 
QD  Once a day 
QHS  Once before bedtime 
QID  Four times a day 
QOD  Every other day 
RESPECT-Mil Re-Engineering Systems of Primary Care for PTSD and Depression in the Military 
RCT Randomized Controlled Trial 
rTMS Repetitive Transcranial Magnetic Stimulation 
SAD Seasonal Affective Disorder 
SARI Serotonin Antagonist and Reuptake Inhibitors 
SGA Second Generation Antipsychotic 
SJW St. John’s wort 
SNRI Serotonin–norepinephrine Reuptake Inhibitor 
SR Sustained-Release  
SSRI Selective Serotonin Reuptake Inhibitor 
STAR*D Sequenced Treatment Alternatives to Relieve Depression  
STPP Short-term Psychodynamic Psychotherapy  
SUD Substance Use Disorder 
T3 Triiodothyronine 
TCA Tricyclic Antidepressants  
TDM  Therapeutic Drug Monitoring 
TMS Transcranial Magnetic Stimulation 
TSH Thyroid-stimulating Hormone  
USPSTF United States Preventive Services Task Force 
VA Department of Veterans Affairs 
VHA Veterans Health Administration 
VNS Vagus Nerve Stimulation 
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Abbreviation Definition 
WHO World Health Organization 
XR Extended-Release  
YLD Years lived with disability 
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