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Creating an effective treatment regimen for patients diagnosed with major depressive disorder 
(MDD) can be a challenge for clinicians. With each treatment trial, only 20% to 30% of patients achieve 
remission, and many of those who do reach remission experience residual symptoms. Patients with 
treatment-resistant depression or with residual symptoms are candidates for a change in treatment. 
Other patients requiring treatment changes are those who experience intolerable adverse effects and 
those who experience an illness recurrence. Because early detection can lead to improved outcomes, 
clinicians must be vigilant about assessing patients to identify when one or more of these situations 
occur. Clinicians must also communicate effectively with their patients to ensure that they understand 
the treatment strategies, goals, and potential adverse effects; have realistic expectations of treatment; 
and express their treatment preferences. Timely and appropriate treatment adjustment is necessary to 
help patients with MDD achieve recovery. (J Clin Psychiatry 2016;77[suppl 1]:16–21)

Major depressive disorder (MDD) affects over 350 
million people worldwide and is one of the leading 

causes of disability.1 Unfortunately, among those who 
seek treatment, many have unsuccessful treatment trials. 
Clinicians must recognize the situations in which patients 
with MDD require a change in treatment. This article 
addresses how to identify patients who need treatment 
modifications and provides practical information about 
implementing those necessary changes.

Three main reasons exist for altering a treatment 
regimen: inadequate symptom improvement, intolerance 
to medication, and illness recurrence.2 Clinicians must 
be vigilant about comprehensively assessing patients on 
a frequent basis to identify when one or more of these 
scenarios occur. The earlier that clinicians can detect a 
need for a change in treatment, the greater the potential for 
improved outcomes.3

INADEQUATE SYMPTOM IMPROVEMENT

Two situations in which a treatment regimen needs to 
be changed due to insufficient symptom improvement are 
cases of treatment-resistant depression (TRD) and cases 
of response or remission with residual symptoms. Patients 
in these situations may have a greater risk of relapse and 
recurrence, more chronic depressive episodes, shorter 
duration between episodes,4 impairment in work and 
relationships,5 increased morbidity6 and mortality,7,8 and 
an ongoing risk of suicide9 compared with patients whose 
MDD remits without residual symptoms.10

Inadequate symptom improvement is common among 
patients diagnosed with MDD. A meta-analysis11 of 182 
randomized, double-blind, placebo-controlled trials of 
antidepressants for MDD that lasted at least 4 weeks found 
that almost half of patients did not respond to treatment. 
The pooled drug response rate was 53.8%, and the pooled 
placebo response rate in this meta-analysis was 37.3%.

Petersen and colleagues12 described longitudinal 
naturalistic outcomes in patients with MDD who were 
treated at 2 academic-based depression specialty clinics, 
and remission occurred in 50% of patients after 4 adequate 
or optimal treatment trials. With each treatment trial, 
only about 20%–30% of patients achieved remission, with 
nonresponse rates ranging from 15% to 57%. At every 
treatment point, many patients experienced insufficient 
symptom improvement.12

Treatment-Resistant Depression
The American Psychiatric Association (APA) guidelines2 

for the treatment of MDD recommend that, except for 
cases of intolerance, patients remain on their treatment at 
a sufficient dosage and for a sufficient duration (generally 
4–6 weeks) before clinicians consider a change. Patients who 
do not remit (ie, they do not respond at all or they respond 
only partially) after receiving an adequate dosage and 
duration of antidepressant therapy can be considered to have 
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 ■ Use similar rating scales at each patient visit to facilitate 
comparison of scores and track response and remission.

 ■ Closely monitor patients for residual symptoms and 
adverse effects to determine if a treatment change is 
necessary.

 ■ Establish a strong foundation of communication with the 
patient to encourage understanding about treatment 
goals, expected efficacy, potential side effects, and 
reasons for hope.

 ■ Be aware of potential drug interactions when augmenting, 
combining, or switching medications.

Clinical Points

TRD. Nonresponse is commonly defined as less than 25% 
reduction in depressive symptoms compared to baseline, 
partial response as 25%–49% improvement from baseline, 
and response as 50% or greater reduction in symptoms 
without achieving remission.13,14

Clinicians should be diligent in regularly assessing 
patients to detect symptom improvement, or the lack of 
it, in a timely manner. When using rating scales, clinicians 
should use the same scales at each visit to ensure comparable 
scores. Clinician-rated tools include the Montgomery-
Asberg Depression Rating Scale (MADRS)15 and Hamilton 
Depression Rating Scale (HDRS),16 while patient-rated tools, 
such as the Quick Inventory of Depressive Symptomatology 
(QIDS-SR16)17 and the 9-item Patient Health Questionnaire 
(PHQ-9),18 are much more user friendly in clinical practice 
and can save valuable time at visits.

Remission With Residual Symptoms
Remission is defined according to a threshold score on 

a rating scale. Patients can meet remission criteria without 
being free of symptoms, and residual symptoms create a need 
for treatment adjustment. The large Sequenced Treatment 
Alternatives to Relieve Depression (STAR*D) study19 found 
that, while one-third of patients achieved remission from 
MDD after the initial treatment trial, more than 90% of these 
patients had at least 1 residual symptom.

Functioning and Risk of Relapse
The timeliness of identification of cases of TRD or 

significant residual symptoms is critical because it can 
affect patients’ functioning. In an 8-week trial20 of 222 
patients who had been prescribed fluoxetine for MDD, the 
early responders displayed superior overall psychosocial 
functioning at endpoint compared with those who had a 
later onset of response (P = .0440), regardless of functioning 
at baseline. Overall psychosocial adjustment at endpoint 
was greater among those who responded than among 
nonresponders (P = .0003), among those who remitted 
than among responders without remission (P = .0031), and 
among those who had fewer or less severe residual symptoms 
(P = .0011).20

Rush and colleagues21 pointed to a relationship between 
the degree of treatment resistance and the probability of 
relapse after wellness had been achieved. Those patients 
who required more treatment steps to reach remission 
were found to have a greater rate of relapse.21 Patients who 
achieved remission earlier experienced longer durations of 
remission than patients who took longer to remit.21 Patients 
with more residual symptoms after remission were more 
likely to relapse.19

INTOLERANCE TO TREATMENT

Tolerability of treatment is a critical factor in MDD 
outcomes because it affects adherence as well as the ability to 
reach or maintain dosing in the clinically therapeutic range. 
Therefore, intolerance is a situation requiring a treatment 

change. Hunot and colleagues22 studied 147 patients who 
were prescribed an antidepressant for any condition and 
followed them for 6 months. At endpoint, only 19% of 
patients were still taking their antidepressants. Half of the 
overall sample discontinued their antidepressants for part 
or all of the rest of follow-up (89% of whom did not consult 
their physician before doing so), and 9% of patients never 
filled their first prescription. A significant predictor of 
nonadherence was concern about adverse effects (P < .001).22

Just as patients consider side effects to be a pivotal factor 
when assessing whether an antidepressant treatment is 
successful, so do clinicians. A study by Zimmerman and 
colleagues23 reported that, while clinicians consider the 
presence of a specific symptom or symptom profile as the 
most critical factor (52.3%) when choosing an antidepressant, 
the second-most critical factor is the desire to avoid a specific 
adverse effect (48.7%).

Of the multitude of side effects that patients can 
experience with antidepressants, clinicians must be able to 
detect the most common and the most bothersome. Hu and 
colleagues24 examined via telephone interviews the incidence 
and duration of side effects experienced by 401 patients taking 
selective serotonin reuptake inhibitors (SSRIs). Drowsiness 
was the most commonly reported side effect (38.4%), 
followed by sexual dysfunction and dry mouth (33.9% each), 
and headache (23.4%).24 However, when patients were asked 
to rate how bothersome their adverse effects were, different 
symptoms were highlighted. Sexual dysfunction was ranked 
first (16.7%), followed by drowsiness (16.5%), weight gain 
(11.5%), insomnia (11.2%), and anxiety (11.0%).24 Clinicians 
should primarily focus on bothersome side effects in order to 
optimize their ability to identify situations in which patients 
need a treatment change. Many physicians underestimate 
the level of discomfort caused by adverse effects. Among the 
17 adverse effects clinicians assessed, they underestimated 
the level of discomfort for all except sexual dysfunction and 
drowsiness (Figure 1).24

Side effects should not be overlooked, as they will most 
likely persist. Hu and colleagues24 discovered that the 
majority of side effects occurred during the first 2 weeks of 
treatment and persisted until the telephone interview about 3 
months later. Several symptoms—such as weight gain, sexual 
dysfunction, tremors, rash or itching, and swelling—were 
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actually more widely experienced later on. Nausea was the 
exception to the rule, with a dramatic decrease in occurrence 
from the first 2 weeks (82.9%) to the follow-up interview 
(32.5%).24

Patients may also experience cognitive side effects. 
Cognitive dysfunction (apathy, inattentiveness, forgetfulness, 
word-finding difficulty, and mental slowing) was found in 
more than 30% of patients being treated for MDD.25

To manage intolerable side effects, clinicians and patients 
may be tempted to decrease the doses of antidepressants. 
However, a meta-analysis26 found that when patients 
continued taking the doses used to achieve response or 
remission, their rates of relapse were lower than for patients 
whose dosages were reduced (15.1% vs 25.3%, respectively; 
P = .001). Thus, routinely decreasing dosages to resolve side 
effects is not a practical solution.

While some side effects are simple enough to be elicited 
with direct questioning, others will require structured scales 
for detection. Questioning is sufficient for side effects such as 
nausea, gastrointestinal distress, restlessness, and agitation. 
Most symptom scales, whether clinician-rated or patient-
rated, provide coverage for symptoms of insomnia, and 
the persistence of high scores on these items can alert the 
clinician as to whether sleep problems are residual depressive 

symptoms or side effects. Other adverse effects that, because 
of their complexity, are better assessed with scales than with 
simple questioning include fatigue, cognitive symptoms, 
and sexual dysfunction. Fatigue can be assessed with the 
Massachusetts General Hospital Cognitive and Physical 
Functioning Questionnaire (MGH CPFQ).25 Cognitive 
symptoms can also be detected with the MGH CPFQ25 and 
with the Perceived Deficits Questionnaire–Depression.27 
Clinician-administered instruments are not feasible in most 
clinics.28 Sexual dysfunction can be monitored using the 
MGH Sexual Functioning Questionnaire29 or the Arizona 
Sexual Experience Scale.30 If scales are not used to assess 
patients for sexual dysfunction, direct questioning should 
be used as it is much more effective than relying on patient 
self-report.31

ILLNESS RECURRENCE

Illness recurrences require a minimum symptom 
duration of 2 weeks; patients must meet diagnostic criteria 
for a new episode of MDD.32 Regular assessment during 
maintenance treatment will allow clinicians to detect signs 
of recurrence. In a 2-year study33 of maintenance treatment 
with venlafaxine or fluoxetine, the rates of recurrence were 
about 28% and 44%, respectively. When venlafaxine was 
compared with placebo in 2 successive 1-year maintenance 
periods, the recurrence rates in year 1 and in year 2 were 
23% and 8% for venlafaxine and 42% and 45% for placebo.34 
Mindfulness-based cognitive therapy was not found to be 
superior to antidepressant medication in time to recurrence 
of MDD over 2 years.35

Early detection of worsening and implementation of a 
treatment plan to address it can help improve psychosocial 
functioning. A study by Furukawa and colleagues36 showed 
that improvement in psychosocial functioning continues 
after remission into the recovery period, the post-recovery 
period, and the sustained recovery period. Remission was 
defined as 7 or less on the HDRS, recovery as at least 2 
consecutive months of remission, and sustained recovery as 
at least 6 consecutive months of remission.

DEVELOPING A SUCCESSFUL TRANSITION PLAN

When clinicians recognize that patients need a change 
in treatment regimen—whether due to inadequate 
symptom improvement, intolerance to a medication, or 
illness recurrence—they must communicate effectively 
with patients and avoid certain pitfalls to ensure that the 
transition is successful.

Communicating Effectively
Treatment goals. One of the most important elements 

for a successful transition in a treatment plan is effective 
communication between clinicians and patients. Clinicians 
should communicate realistic goals when a treatment 
is changed, and patients should be clear about what they 
consider successful treatment. Zimmerman and colleagues37 

Figure 1. Percentage of SSRI-Related Side Effects Rated as 
Bothersome (“a lot” or “extremely”) by Patients and Their 
Physicians (N = 401)a

aReprinted with permission from Hu et al.24

Abbreviation: SSRI = selective serotonin reuptake inhibitor.
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interviewed patients to create a questionnaire about 
remission, which was completed by 535 patients being 
treated for MDD. The results showed that patients with 
depression rated these 5 factors as very important when 
defining remission: presence of positive mental health, 
feeling like your usual self, returning to a normal level of 
functioning, feeling in emotional control, and participation 
in and enjoyment of relationships (Figure 2).37 Patients 
understanding clinicians’ expectations of improvement and 
clinicians understanding patients’ goals are critical factors 
in the success of a treatment regimen. While clinicians 
strive to decrease the number of depressive symptoms to 
help their patients reach remission, patients are primarily 
concerned with experiencing positive mental health, not just 
the elimination of depressive symptoms.

Treatment preference. The APA guidelines recommend 
that clinicians establish a therapeutic alliance with their 
patients by actively listening to their preferences and 
incorporating these concerns into a treatment strategy.2 
A study by Kocsis and colleagues38 showed that, while 
antidepressants and psychotherapy were equally effective 
in treating patients with depression, those who received 
the treatment that they preferred did much better than 
those who received an alternate treatment. Patients who 
preferred antidepressant therapy and received medication 
had a remission rate of 45.5% compared with a 22.2% 
remission rate among patients who received psychotherapy 
instead (Figure 3).38 A greater difference was displayed with 
patients who preferred psychotherapy: 50% who received 
their preferred treatment remitted compared with 7.7% who 
received antidepressant therapy.38 This study highlights the 
importance of making patients feel that their treatment 
preference is being taken into account by their clinicians. 
When discussing treatment preferences, clinicians should 
provide education about any potential adverse effects.

Treatment expectations. Clinicians must ensure that 
patient expectations of the efficacy of treatment match what 

is known about the treatment, especially when patients have 
excessive pessimism. A small study by Krell and colleagues39 
was conducted to determine how patients’ pretreatment 
attitudes modulate response to an antidepressant. Patients 
who expected their treatment to be “very effective” had a 
90% response rate, while only 33% of patients who expected 
treatment to be “somewhat effective” responded.39

Clinicians also need to identify and address negative 
feelings in patients before and during a treatment change. A 
study40 examined the effects of hopelessness about recovery 
among 312 patients with MDD receiving an 8-week course 
of fluoxetine. After accounting for depressive severity at 
baseline, the investigators discovered that patients with 
higher scores on the Beck Hopelessness Scale at baseline had 
an increased risk of nonresponse to treatment (P < .05).40

Avoiding Pitfalls
Augmenting and combining treatments. When 

polypharmacy is used, such as augmentation and 
combination, clinicians should be aware of cytochrome 
P450 interactions with various antidepressant agents. For 
example, when augmenting aripiprazole41 with either 
fluoxetine42 or paroxetine,43 because of 2D6 inhibition by 
the antidepressants, a halving of the aripiprazole dose is 
recommended. Carbamazepine44 has been shown to induce 
3A4 and therefore requires a doubling of the aripiprazole 
dose. As for quetiapine,45 when used with 3A4 inhibitors, 
a reduction of the dose is necessary; with 3A4 inducers, an 
increase of the dose is necessary. Olanzapine46 is sensitive 
to 1A2 metabolism, so, when it is combined with inhibitors 
such as fluvoxamine,47 a lower dose is required; whereas, 
with inducers such as carbamazepine, a dose increase 
is necessary. Brexpiprazole, a newly approved atypical 
antipsychotic as an adjunctive therapy for MDD, requires a 
halving of the dose when augmented with strong CYP2D6 
or CYP3A4 inhibitors and a quartering of the dose if the 
patient is known to be a poor metabolizer of CYP2D6 or 

Figure 2. “Very Important” Remission Factors Identified by 
Patients With Depression (N = 535)a

aData from Zimmerman et al.37
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Figure 3. Depression Remission Rates by Patient Treatment 
Preference (N = 429)a

aReprinted with permission from Kocsis et al.38
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if they are also taking a drug that is a strong or moderate 
CYP3A4 inhibitor.48

Combination therapy requires clinicians to be aware of 
the potential interactions around the 2B6 and 2D6 systems 
between bupropion49 and other antidepressants, the 3A4 
system interactions when prescribing mirtazapine,50 and 
the rare but real potential for serotonin syndrome when 
combining different serotonergic drugs. The situation 
becomes more complicated when patients possess genotypes 
associated with ultrarapid metabolism or slow metabolism 
with one of these enzyme systems. For these cases, genetic 
testing can be helpful.

Switching treatments. When switching medications, 
clinicians must be mindful of SSRI withdrawal syndrome, 
especially when reducing the dosage of serotonin reuptake 
inhibitor drugs with a short half-life, such as paroxetine 
and venlafaxine. Withdrawal symptoms include dizziness, 
insomnia, nervousness, and agitation.51 Rosenbaum et al51 
conducted a 4-week study of 220 patients who had achieved 
remission from MDD to observe the effects following 
temporary (5–8 days) discontinuation of fluoxetine, 
sertraline, or paroxetine. Following the discontinuation 
of medication, patients treated with fluoxetine, which has 
a longer half-life than the other agents, experienced fewer 
bothersome withdrawal symptoms than patients treated 
with sertraline and paroxetine (P < .001).51 During a switch, 
withdrawal symptoms should be distinguished from adverse 
events of the oncoming drug and from symptom worsening. 
The Discontinuation-Emergent Signs and Symptoms scale51 
can assist clinicians in correctly identifying withdrawal 
symptoms.

Serotonin syndrome, or hypertensive reaction or crisis, is 
also important to identify. Patients with serotonin syndrome 
typically have at least 3 of the following symptoms: mental 
status changes, agitation, myoclonus, hyperreflexia, fever, 
shivering, diaphoresis, ataxia, and diarrhea, with or without 
hypertension.52 The majority of reports surrounding 
serotonin syndrome have been found in patients who 
have combined over-the-counter medications, tricyclic 
antidepressants, or an SSRI with a monoamine oxidase 
inhibitor (MAOI).52 Fluoxetine, specifically, is known to 
increase a patient’s risk of developing serotonin syndrome 
during a medication switch because its active metabolite 
has a long half-life, lasting up to 14 days in some patients.52 
Clinicians should be especially vigilant when using agents 
that have “hidden” serotonin-norepinephrine reuptake 
inhibitor effects, such as MAOIs, ziprasidone53,54 and 
quetiapine.55

CONCLUSION

Like all medical interventions, antidepressant therapies 
may not succeed in some patients. Three of the main 
reasons to alter the treatment regimen are insufficient 
symptom improvement, intolerance to treatment, and 
illness recurrence. By focusing on early detection and timely 
treatment changes, clinicians may be able to increase their 

patients’ chances of achieving and maintaining remission. 
Clinician vigilance, the regular use of standardized scales, 
frequent follow-up visits, and expansive patient-clinician 
communication are key factors to the success of any 
treatment regimen. If a treatment regimen is not reaching 
clinical expectations, careful consideration of the patient’s 
history, and possibly genetics, may lead clinicians to consider 
strategies such as augmenting, combining, or switching 
therapies.

Drug names: aripiprazole (Abilify and others), brexpiprazole  (Rexulti), 
bupropion (Wellbutrin, Aplenzin, and others), carbamazepine (Tegretol, 
Equetro, and others), fluoxetine (Prozac and others), fluvoxamine (Luvox and 
others), mirtazapine (Remeron and others), olanzapine (Zyprexa and others), 
paroxetine (Paxil, Pexeva, and others), quetiapine (Seroquel and others), 
sertraline (Zoloft and others), venlafaxine (Effexor and others), ziprasidone 
(Geodon and others).
Disclosure of off-label usage: Dr Papakostas has determined that, to the 
best of his knowledge, no investigational information about pharmaceutical 
agents that is outside US Food and Drug Administration–approved labeling 
has been presented in this activity.
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