
 In a prospective 2-year follow-up study of 
adults with MDD (N = 183), the relapse rate 

was 67.6% among patients who did not 
achieve remission compared with 15.2% 
among those who achieved remission.5  

PRIMARY CARE INSIGHTS  

Major Depressive Disorder (MDD):  
The Course of Illness At-A-Glance

Response & Remission Clinically Defined
A partial response may reflect meaningful 
symptom improvement, but remission is 
the ultimate treatment goal.5

If validated remission thresholds have not been 
reached, patients may remain at risk for relapse, 
even if they report feeling “better” at follow-up.5

The Course of Illness in MDD: Kupfer Model1-3 
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*Validated clinical rating scales include PHQ-9, a self-administered practical screening tool, and MADRS and CGI-S, which are  
clinician-administered and used primarily in the context of clinical trials.12,13 

CGI-S, Clinical Global Impression-Severity scale; MADRS, Montgomery-Åsberg Depression Rating Scale; PHQ-9, 9-item Patient Health Questionnaire 

Response6 Remission7-11 

Adequate, partial, and inadequate responses  
are defined by the percent reduction from  
baseline in symptom severity using a validated  
clinical rating scale.*6 

Adequate Response 
≥50% reduction

Partial Response 
≥25 to 50% reduction

Inadequate Response 
<25% reduction

Remission is achieved when symptoms  
remain at or below a specified threshold  
on a validated clinical rating scale for at  
least 2 consecutive weeks.*4,7-9 

Note: remission threshold definitions may  
vary depending on the source consulted. 

PHQ-9 score ≈ 5

MADRS total score ≈ ≤10-12

CGI-S score ≈1

 

Response:  meaningful but incomplete improvement

Remission: achievement of validated symptom-based treatment targets

Recovery: signals the end of an episode after sustained remission

Relapse: symptom return before recovery is achieved

Recurrence: a new episode during recovery, distinct from the  
symptom return of a previous episode

Clinical Continuum  
of MDD: the 5 R’s4

Implications for MDD Management14

Residual Symptoms Clinically Defined 
In a study of US adults with a confirmed MDD diagnosis who were in remission (N = 943), 90%  
retained at least one residual symptom.14 Residual symptoms may leave patients at risk for relapse.4

Across multiple studies of patients with MDD, a 2024 narrative review identified the five most 
frequently reported residual symptoms from patient and clinician perspectives:15

Clinician-Rated
•	 Sleep disturbances

•	 Anxiety symptoms

•	 Somatic symptoms

•	 Low mood

•	 Feeling of guilt

Patient-Reported
•	 Weight gain

•	 Sleep disturbances

•	 Low mood

•	 Decreased  
concentration

•	 Decreased energy

Dose Optimization
May be required with the start 
of a new antidepressant if the 

desired response threshold has 
not been achieved

Switching
Switch to a different 

antidepressant if there is  
an inadequate response  

or a lack of tolerability

Augmentation
Add a second medication  

to help with residual  
symptoms and build on  

a partial response

According to the American 
Psychiatric Association, 
augmentation strategies can 
include atypical antipsychotics.17

Treatment strategy is dictated 
by patient response through 
measurement-based care, in order  
to ultimately achieve remission.16

Clinicians have three broad pharmacologic strategies available to address a lack of response, 
including increasing the dose of the current antidepressant, switching to a different antidepressant, 
and augmenting with a second antidepressant or non-antidepressant medication.16
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This content has been created for US health care professionals and is intended for information and educational purposes only. It should not be used  
to replace clinical judgment or a discussion with the patient’s health care team. All decisions regarding patient diagnosis and care must be made by a 
qualified health care professional based on each patient’s individual needs.

Referenced tools are adjunctive aids and are not diagnostic on their own, and this resource  
does not endorse or recommend any specific drug, treatment, or manufacturer.

References  
1.	 Kupfer DJ. Long-term treatment of depression. J Clin Psychiatry. 

1991;52 Suppl:28-34. 

2.	 Gartlehner G, Gaynes BN, Amick HR, et al. Nonpharmacological versus 
pharmacological treatments for adult patients with major depressive 
disorder [Internet]. Rockville (MD): Agency for Healthcare Research 
and Quality (US); 2015 Dec. (Comparative Effectiveness Reviews, No. 
161.) Accessed July 1, 2026. Available at: https://www.ncbi.nlm.nih.
gov/books/NBK338234/figure/introduction.f1/  

3.	 Gesicki P, Nelson-Becker H. Remission from depression in the 
DSM: moving from rhetoric to restoration. Clin Soc Work J. 
2018;46(3):220-227. doi:10.1007/s10615-017-0635-4 

4.	 Frank E, Prien RF, Jarrett RB, et al. Conceptualization and rationale 
for consensus definitions of terms in major depressive disorder. 
Remission, recovery, relapse, and recurrence. Arch Gen Psychiatry. 
1991;48(9):851-855. doi:10.1001/archpsyc.1991.01810330075011

5.	 Pintor L, Gastó C, Navarro V, Torres X, Fañanas L. Relapse of major 
depression after complete and partial remission during a 2-year 
follow-up. J Affect Disord. 2003;73(3):237-244. doi:10.1016/s0165-
0327(01)00480-3 

6.	 Nierenberg AA, DeCecco LM. Definitions of antidepressant treatment 
response, remission, nonresponse, partial response, and other relevant 
outcomes: a focus on treatment-resistant depression. J Clin Psychiatry. 
2001;62(Suppl 16):5-9. 

7.	 Coley RY, Boggs JM, Beck A, Hartzler AL, Simon GE. Defining  
success in measurement-based care for depression: a comparison  
of common metrics. Psychiatr Serv. 2020;71(4):312-318. doi:10.1176/
appi.ps.201900295

8.	 Sarfati D, Stewart K, Woo C, Parikh SV, Yatham LN, Lam RW. The effect 
of remission status on work functioning in employed patients treated 
for major depressive disorder. Ann Clin Psychiatry. 2017;29(1):11-16. 
 

9.	 Schweitzer I, Burrows G, Tuckwell V, Maguire K, Tonge B. Sustained 
response to open-label venlafaxine in drug-resistant major depression. 
J Clin Psychopharmacol. 2001;21(2):185-189. doi:10.1097/00004714-
200104000-00010

10.	 Hawley CJ, Gale TM, Sivakumaran T; Hertfordshire Neuroscience 
Research Group. Defining remission by cut off score on the MADRS: 
selecting the optimal value. J Affect Disord. 2002;72(2):177-184. 
doi:10.1016/s0165-0327(01)00451-7 

11.	 Hamilton M. A rating scale for depression. J Neurol  Neurosurg  
Psychiatry. 1960;23:56-62. doi:10.1136/jnnp.23.1.56 

12.	 Kroenke K, Spitzer RL, Williams JB. The PHQ-9: validity of a brief 
depression severity measure. J Gen Intern Med. 2001;16(9):606-613. 
doi:10.1046/j.1525-1497.2001.016009606.x 

13.	 Jiang Q, Ahmed S. An analysis of correlations among four outcome 
scales employed in clinical trials of patients with major depressive 
disorder. Ann Gen Psychiatry. 2009;8:4. doi:10.1186/1744-859X-8-4 

14.	 Nierenberg AA, Husain MM, Trivedi MH, et al. Residual symptoms after 
remission of major depressive disorder with citalopram and risk of 
relapse: a STAR*D report. Psychol Med. 2010;40(1):41-50. doi:10.1017/
S0033291709006011 

15.	 Pastuszak M, Cubała WJ, Kwaśny A, Mechlińska A. The search for 
consistency in residual symptoms in major depressive disorder: 
a narrative review. J Pers Med. 2024;14(8):828. doi:10.3390/
jpm14080828

16.	 Papakostas GI. “Managing partial response or nonresponse: switching, 
augmentation, and combination strategies for major depressive 
disorder.” J Clin Psychiatry. 2009;70(Suppl 6):16-25. 

17.	 American Psychiatric Association. Practice Guideline for the Treatment 
of Patients With Major Depressive Disorder. 3rd ed. Arlington, VA: 
American Psychiatric Association; 2010.


