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Abstract: Psychological issues in the cancer setting are highly prev-

alent and well documented, and can lead to adverse outcomes. 

Several series of guidelines have been put forth to ensure that both 

psychological and psychiatric issues are addressed. The management 

of psychological issues in cancer is relevant for clinicians whose 

patients are identified clinically or via screening mechanisms with 

psychological or psychiatric sequelae from cancer. This review 

describes the psychological impact of cancer, distress screening as a 

triage mechanism, and the presentation and management of several 

specific comorbid psychological/psychiatric diagnoses in the oncol

ogy setting. 

Background

The management of patients with cancer must encompass their psy-
chological well-being.1 Patients and their families may experience 
recurrent emotional turmoil in the setting of cancer. Patients come 
to the cancer diagnosis with varying abilities to cope with stressors. 
Their psychological experiences in response to cancer and its treat-
ment may be predictable or unpredictable, with varying levels of 
psychological vulnerability.2 

The majority of psychological issues in cancer appear insidi-
ously, and may be normalized by healthcare professionals. Therefore, 
they frequently are not recognized or treated in a timely fashion,3,4 
despite the fact that psychiatric disorders are now recognized to 
occur in approximately 30% to 60% of patients who are newly diag-
nosed with various types of cancer.5-7 Untreated depression in cancer 
has been shown to have multiple adverse outcomes. In addition to 
the mental suffering that it imposes, depression has major effects 
on morbidity and possibly mortality in cancer.8 Evidence suggests 
that addressing psychosocial, emotional, and physical symptoms 
early in the cancer trajectory, through such steps as palliative care 
or psychological interventions, may influence survival outcomes.9-12 
Comorbid depression with cancer leads to worsened quality of life, 
increased sensitivity to pain, difficulties with treatment, commu-
nication difficulties, caregiver burnout, increased risk of suicide, 
longer periods of hospitalization, and a reduced expectation of 
survival.8,13-16 
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The Psychological Impact of Cancer

The experience of cancer requires a psychological adjust-
ment. For the most part, people are adaptable and adjust 
in their own way—one that minimizes the existential 
threat and can be psychologically healthy. Many people 
who have successfully navigated a new cancer diagnosis 
describe the establishment of a “new normal.” Patients 
with less pronounced coping skills may experience 
prolonged dysphoric mood, anxiety, appetite changes, 
insomnia, or irritability that lasts for a variable amount of 
time. The psychological adjustment may relate to 3 main 
factors: (1) medical factors, (2) patient-related factors, 
and (3) societal and cultural factors.17 Understanding 
these factors enables general physicians, oncologists, and 
oncology nurses to better evaluate the patient and suggest 
more customized recommendations for support. The vast 
majority of psychological issues occur in reaction to the 
acute psychological and physical stressors that the cancer 
diagnosis and its treatment impose on patients. However, 
antecedent psychological issues and poor coping strategies 
usually are compounded in the setting of a new cancer 
diagnosis and its treatment. 

Psychological disturbances may present at any time 
during the cancer trajectory but tend to occur with 
increased frequency at certain points: at diagnosis, with 
cancer recurrence or progression, during advanced cancer 
states, and even after successful treatment.18,19 Barriers to 
the diagnosis of these disturbances include inadequate 
training or interview skills, a low index of suspicion or 
awareness of common mental health complications of 
cancer, and a perceived lack of time.5 Similarly, other 
potential reasons for not addressing these issues in the 
cancer setting include the underestimation of the prev-
alence of depressive symptoms, the expectation that all 
patients will be depressed (ie, depressive symptoms are 
normalized), and difficulty with exploring emotional 
symptoms.20,21 

Psychological reactions to cancer should be rec-
ognized, assessed for underlying psychiatric morbidity, 
and treated according to existing guidelines and patient 
preferences.22,23 This effort often requires working collab-
oratively with psychosocial health experts. The need to 
integrate psychosocial care into the oncology setting is 
increasingly being recognized. The recognition and treat-
ment of comorbid distress—and possible depression—in 
accordance with clinical practice guidelines is required for 
oncology practice of the highest measure.1 

Distress Screening and Psychological/
Psychiatric Diagnoses in the Cancer Context

The implementation of distress screening is now used to 
capture patients who are at risk for a range of psycholog-

ical complications.24,25 It relies on a system with adequate 
psychosocial resources that will escalate psychological 
care according to diagnosis and patient need.26 In 1996, 
the National Comprehensive Cancer Network (NCCN) 
assembled a multidisciplinary panel to explore ways to 
integrate psychosocial care into routine treatment.24 It 
was recognized that distress is present in all patients with 
cancer, and is acceptable to patients as a nonpsychiatric 
term. The word distress covers the range of responses, from 
the normal distress of fear, worry, and anxiety to formally 
defined psychiatric disorders, including depression. It is 
not an official psychiatric diagnosis but helps in screening 
to recognize those in need. The Institute of Medicine’s 
2008 report, “Cancer Care for the Whole Patient: Meet-
ing Psychosocial Health Needs,” issued a policy statement 
that quality cancer care must integrate psychosocial treat-
ments into routine cancer treatment.27 The International 
Psycho-Oncology Society and the Union for Interna-
tional Cancer Control have endorsed distress as the sixth 
vital sign, after pain.24 In fact, distress screening has been 
an important step forward in assuring the integration 
of psychological care in the oncology setting. Seamless 
collaborative or integrated management of psychological 
issues in the context of routine care is the goal. 

In the setting of cancer, the line between normal 
and abnormal psychological reactions is often difficult to 
draw and has not been sufficiently studied. Sadness and 
worry are normal distress responses to cancer and can 
even be helpful for some people who take steps to reduce 
their anxiety (eg, information seeking, seeking out social 
supports) or deal with their sadness (eg, taking stock 
of what is important to them). A validated screening 
instrument can be helpful to identify at-risk patients, 
but ultimately an interview is needed to adequately 
assess the symptoms.28 

An adjustment disorder is an emotional reaction to a 
stressor that is out of proportion to the expected reaction 
and that produces some level of functional impairment. 
It is by far the most commonly diagnosed psychiatric 
disorder in patients with cancer, and it often occurs with 
anxiety.5 An adjustment disorder is the mildest level of 
psychiatric disorder occurring in relation to the stressor of 
a diagnosis with cancer or its treatment. The line between 
normal and abnormal is poorly defined, but must be con-
sidered within the patient context of disease. 

Anxiety disorders typically predate the cancer diag-
nosis, and have clear symptom clusters as defined by 
Diagnostic and Statistical Manual of Mental Disorders 
(DSM-5) criteria.5 These include generalized anxiety dis-
order, panic disorder, phobias (eg, needle phobia, claus-
trophobia) and anxiety disorder due to another medical 
condition. These disorders require careful medical and 
psychiatric workup to identify potential etiologic stress-
ors, agents, or medical conditions. 
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Depressive disorders are the second most common 
disorder, but cause the most functional impairment.21 
Depressive disorders include major depression, minor 
depression, and adjustment disorder with depressive 
features. Depression, as a symptom, is the most frequent 
psychological problem found throughout the cancer 
trajectory, although differences in prevalence occur with 
sex, age, cancer type, and even the economic aspects of 
treatment.29,30 Depression is more common in patients 
with pancreatic (33%-50%), oropharyngeal (22%-57%), 
breast (4.5%-46%) and lung (11%-44%) cancers.31 
Variations in the criteria used to define and measure 
depression, along with disparate cancer populations of 
study (eg, diagnosis and stage, hospitalization status, time 
since diagnosis) account for the tremendous variability in 
prevalence.32,33 A recent meta-analysis reported a 16.3% 
prevalence of all types of depressive disorders.5 However, 
the prevalence of depressive symptoms among patients 
receiving palliative care is 25% to 29%, and the prevalence 
of a major depressive episode among these patients is 14% 
to 17%.5 The average prevalence of a major depressive epi-
sode in cancer populations is 5% to 10%, which is 2 to 3 
times higher than in the general population.34

 
The Treatment of Psychological Issues and 
Psychiatric Disorders in Oncology

Several models exist for addressing psychological issues 
in oncology, including (1) the distress screening/triage 
model, (2) the primary provider (oncologist/nurse)–
driven model, and (3) collaborative care models.

The first model assumes that appropriate psycho-
social resources are in place and that referrals will be 
made to appropriate psychosocial oncology professionals 
according to escalating needs. This model is endorsed by 
the NCCN.35 

The second model is oncology team–driven, and may 
be enhanced with psychosocial educational interventions 
to help primary oncology providers. This model assumes 
that the oncology provider will have some psychosocial 
expertise to initiate and maintain psychosocial care and 
understand when referral is necessary. 

The third model assumes that psychosocial care will 
be delivered by the primary oncology team but with 
enhanced guidance from psychosocial professionals. This 
review focuses on the treatment of psychological/psychi-
atric issues by primary oncology providers. 

Psychotherapeutic Interventions 
for Patients With Cancer
Patients highly value their relationships with their onco-
logic providers, and positive support and encouragement 
are meaningful interventions.1 The oncologist can empha-

size the benefits of psychological care as a means to obtain 
better cancer care. Reframing negative cognitions (ie, 
correcting erroneous thoughts) and supporting the “ego” 
function (eg, focusing on what patients are doing well) are 
effective interventions that provide emotional support.36,37

Although supportive psychotherapy by an oncology 
or psychosocial oncology professional is the cornerstone 
of emotional support for patients with cancer, additional 
psychotherapeutic and psychiatric interventions should 
be provided depending on the needs of the patient.38 
Psychological issues in oncology are myriad. Although 
the majority of psychological issues in oncology are 
in response to the psychological stressor of having a 
life-threatening illness, some psychological/psychiatric 
issues are biologically induced or result from medications. 
The outcomes of untreated psychological issues in cancer 
recently have been identified, and the concurrent treat-
ment of psychological issues in cancer has been shown to 
improve outcomes.11,39 

Cancer-specific issues exist, especially for those 
patients with breast, prostate, and head/neck cancers, for 
example, and psychological attention should be directed 
appropriately across cancer subtypes.40 Addressing psy-
chological issues in oncology has been found to lead to 
improved patient outcomes and improved patient satis-
faction with doctor and nurse communication.10,41 

Psychological/Psychiatric Management of Patients 
With Cancer Who Have Specific Disorders
Psychological and psychiatric management of patients 
with cancer varies depending on the specific disorder, 
whether that be psychological distress, an adjustment dis-
order, an anxiety disorder, a depressive disorder, delirium, 
pain, or fatigue. 

Psychological Distress. The management of distress 
should be problem-focused, directed toward ameliorating 
the cause of distress if possible, and directed toward symp-
toms.25 A thorough review of symptoms and medications 
should address any medical or medication-induced 
psychological distress. Guidance from specialists to fully 
assess the effects of a medical or medication-related cause 
of the patient’s symptoms plays a crucially important 
role.25 A formal psychiatric diagnosis should be ruled 
out depending on the safety assessment and severity of 
symptoms. 

The NCCN recommends the Distress Thermom-
eter (DT) and the accompanying Problem List (PL) to 
screen for distress.35 These tools have been used widely by 
cancer institutions to meet the Commission on Cancer 
distress-screening mandate for accreditation in 2015.23,42 
The DT is a 1-item measure of distress, and the PL can 
be helpful in identifying causes of distress, along with a 
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problem-focused clinical interview.35 Referrals should be 
made to the appropriate clinician in order to obtain a 
comprehensive assessment. For instance, a social worker 
may best address financial issues and a chaplain may best 
address spiritual issues. A standardized tool should be 
used to screen for distress, such as the DT and PL, the 
Beck Depression Inventory, or the General Health Ques-
tionaire-28.6,43,44 

In general, acknowledging patient distress is the 
beginning of a therapeutic intervention. Many patients 
benefit simply from reviewing and clarifying informa-
tion about their diagnosis, treatment options, and side 
effects. Patients frequently receive information from 
various professional and lay sources that runs counter to 
their understanding. It can be helpful to review how to 
interpret the information that is gathered in the medi-
cal system. Always assess for patient understanding, and 
refer to appropriate sources (eg, NCCN Guidelines for 
Patients). Counseling patients on how to mobilize and 
avail themselves of resources, and ensuring continuity of 
care, can be highly therapeutic and can help to establish 
a rapport. Depending on the patient’s needs, counseling 
(eg, support groups, family or individual counseling), 
symptom-directed interventions (eg, relaxation tech-
niques such as guided imagery, meditation, or creative art/
music therapies), spiritual support, or exercise should be 
provided. In many cases, collateral information and fol-
low-up patient interviews are helpful to assess for the need 
to escalate care. Repeat evaluations should be provided 
after any suggested therapeutic interventions.25 

Standards for distress management have been devel-
oped by the NCCN.35 Distress should be recognized, 
monitored, documented, and treated promptly at all stages 
of disease and in all settings.24 The NCCN suggests that 
interdisciplinary committees review institutional standards 
for distress management. The training of professionals in 
distress screening and communication skills is mandatory 
in order to ensure the proliferation of skill sets.45 

Adjustment Disorders. Adjustment disorders occur 
when the patient has symptoms (eg, anxiety, excessive 
worry, depression, hopelessness, loss of appetite) that 
exceed what would be expected from the stressor, and 
a loss of social or occupational function directly related 
to the cancer stressor.46,47 These disorders may be hard to 
detect in the cancer setting. Situational symptoms gener-
ally include insomnia, worry, muscle tension, restlessness, 
dyspnea, dyspepsia, palpitations, sweating, jitteriness, 
light-headedness (ie, with anxious features), irritabil-
ity, mood swings, or transient spells of hopelessness or 
demoralization (ie, with mixed or depressive features). 
Tearfulness that is experienced as an emotional release 
suggests an adjustment disorder; whereas crying with 

major depression is more likely to feel emotionally drain-
ing and not relieving for the patient.46 Transient fixation 
on cancer-related phenomena (ie, tumor markers or scan 
fixation) might be indicative of an adjustment disorder.48 
Adjustment disorders can be acute (ie, lasting <6 months) 
or chronic (ie, lasting ≥6 months) in the presence of an 
ongoing stressor.49 

Psychotherapy should be considered for all adjust-
ment disorders. Therapy should focus on restoring 
the patient’s ability to cope with stressors and thrive 
in regular daily activities. It should help ameliorate 
stressors, if possible. In the cancer setting, clarifying 
what is a realistic understanding of the seriousness of 
the diagnosis and prognosis can be hugely beneficial.37 
Individual, group, or supportive therapy may focus 
on adapting to and accepting the diagnosis, adjusting 
the interpretation, and finding meaning in the experi-
ence. Appropriate therapies should be directed toward 
a reduction of symptoms and should support coping 
resources. This may be best done by problem solving and 
by ameliorating symptoms with supportive counseling 
and/or psychopharmacology. Management should be 
patient-directed and in accordance with preferences for 
treatment, but with explicit professional guidance. Also, 
assessments for safety and to exclude other psychiatric 
disorders are imperative. Educating patients, controlling 
physical symptoms, and maintaining effective com-
munication are essential therapeutic tools that restore 
patients’ innate coping abilities. 

Patients may benefit from participating in a support 
group or a supportive-expressive psychotherapy group 
that is focused on current life problems with other 
patients.50 Supportive-expressive group psychotherapy, 
based on Luborsky’s model of Core Conflictual Relation-
ship Theme, utilizes expressive interventions to enhance 
the patient’s cognitive and emotional understanding of 
his or her symptoms.51 A “helping alliance” is created 
collectively by the therapist and by other group mem-
bers.52 This model has been manualized for a number of 
psychiatric diagnoses and has been specifically adapted for 
Spiegel’s model of supportive-expressive group therapy for 
patients with cancer.53 Various interpretations of efficacy 
have been shown for women with breast cancer, in which 
the intervention has been particularly well studied.11,54,55 
Cognitive behavioral therapy (CBT) may be effective for 
assessing overly negative or irrational interpretations and 
instituting symptom-directed behavioral interventions for 
insomnia and fatigue, for example.56 Psychological inter-
ventions are effective, and their implementation can even 
be taught to non–mental health professionals in certain 
cases.37,57 This approach may be effective because evidence 
suggests that cancer patients prefer more support and 
communication directly from the oncology clinical staff.58
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Psychotropic medication should be considered for 
moderate to severe adjustment-type disorders to address 
symptoms specifically.59 For instance, insomnia may be 
addressed with a hypnotic agent or an anxiolytic agent 
to reduce worry. If there is no response to medication, 
dosages should be titrated.60 If there is no subsequent 
response, another disorder with or without a person-
ality disorder should be considered. After a response is 
achieved, patients should be followed and reassessed, and 
medication should be de-escalated if no longer needed. 
Treatment for any mood disorder should always consider 
the underlying medical etiology of the mood disturbance 
and should be directed toward ameliorating the specific 
symptoms that are the most distressing (eg, anhedonia, 
fatigue, insomnia, anorexia, suicidal thoughts). Res-
toration of the functional impairment (eg, improved 
relationships, functioning at work or at home, attending 
to obligations) may signal treatment response and reso-
lution of the adjustment disorder. Patients who have had 
functional impairment at one point during the cancer tra-
jectory are at risk for further impairment with escalation 
of psychological symptoms, and should be monitored 
carefully. 

Anxiety Disorders. Intense fear, an inability to absorb 
information, and an inability to cooperate with medical 
requests may be presenting features of an anxiety disor-
der.61 Anxiety leads to poor quality of life, independent of 
its association with depression (it is largely comorbid with 
depression). Although 34% of patients may have clinical 
symptoms of anxiety, the majority of anxiety disorders 
in the cancer setting are a reactivation of a previously 
diagnosed disorder.19 Anxiety disorders can detract from 
patient-centered care because patients may sabotage their 
involvement in medical decision-making, and may have 
multiple exacerbations of medical symptoms that lead to 
excessive work-ups and possibly more invasive tests and 
disruptions in cancer care. Psychosocial assessment may 
benefit from multidisciplinary input, and communica-
tion should be sought with the primary oncology team 
and consultants. Palliative care specialists may be able to 
provide expertise in the management of underlying pain 
or other physical or spiritual issues. Other specialists may 
provide insightful management based on their areas of 
expertise. Also, primary care providers may be able to 
provide a unique assessment of psychosocial adjustment 
that may predate the cancer diagnosis. 

Symptoms of anxiety typically consist of cognitive, 
emotional, physical, and behavioral components.61 Cog-
nitively, patients may fixate their focus on threats (eg, 
cancer and otherwise), worry excessively, catastrophize, 
and underestimate their ability to cope. Emotionally, they 
may feel nervous, panicky, or just plain scared. Physically, 

they may feel breathless and experience chest tightness, 
palpitations, gastrointestinal discomfort (diarrhea/nausea), 
diaphoresis, and muscle tension. Behaviorally, patients 
may act in a way that avoids the immediate threat they 
fear, seek reassurance, or become paralyzed with anxiety. 

Each type of anxiety disorder can present with the 
somatic signs of autonomic hyperreactivity (eg, shortness 
of breath, sweating, lightheadedness, palpitations), motor 
tension (eg, restlessness, muscle tension, fatigue), and/
or vigilance (eg, irritability, exaggerated startle response, 
feeling “on edge”).62

The treatment of anxiety disorders in patients with 
cancer includes a range of pharmacologic, psychosocial, 
and psycho-educational interventions. The clinical man-
agement of anxiety disorders should be directed toward 
the specifically diagnosed anxiety disorder and is similar 
to treatment in the general population. 

Psychosocial interventions consist of education and 
psychotherapy (CBT and supportive-expressive therapy), 
stress management, and supportive counseling.54 CBT 
therapies are goal-oriented and focus on restructuring 
thinking patterns and behaviors, whereas supportive-ex-
pressive therapies offer a nondirective approach that 
allows patients to process their cancer-related experi-
ences.63 Mind-body approaches may be helpful to ame-
liorate anxiety symptoms. Patients should be encouraged 
to utilize other available sources (eg, a chaplain, a local 
cancer organization).64 

Pharmacologic interventions in cancer should be 
guided by the anxiety diagnosis, the side effect profile 
of the drug, symptom severity, and patient preference.65 
In panic disorder, antidepressant medications should be 
started at recommended low doses or even lower to ensure 
tolerability. Attention should be placed on titrating the 
psychotropic medication to the desired beneficial effect. 
Patients should be maintained on antidepressant medica-
tion for at least 2 to 4 weeks unless they are not tolerating 
the side effects. For generalized anxiety disorder, therapeu-
tic trials of anxiolytic medications are not as long because 
their benefit is seen within a couple of doses. Certain 
antipsychotic medications (eg, olanzapine) are now more 
commonly used in oncology settings to alleviate anxiety, 
chemotherapy-induced nausea, or hiccups. Indications 
for the use of psychotropic medication in oncology extend 
beyond mood disorders to cancer-related fatigue, anorexia 
and weight loss, hot flashes, delirium, sleep disturbances, 
nausea, and chemotherapy-induced neuropathy. 

Unfortunately, there are few data about the relative 
or additive effects of pharmacology to psychosocial 
interventions in the cancer setting. A list of commonly 
used antidepressants and benzodiazepines is provided in 
the table.

Benzodiazepines may play a useful role in helping 
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Table.  Psychotropic Medications Commonly Used in Oncology

Dosing 
(mg/day) Unique Benefits Possible Side Effects

SSRI Antidepressantsa 

Fluoxetine 10-80 Minimal risk of discontinuation 
syndrome owing to long half-life 

Nausea, nervousness, weight gain, insomnia, 
inhibition of tamoxifen metabolism and 
other CYP2D6 substrates

Sertraline 25-200 Few DDIs Headache, diarrhea, constipation, sexual 
dysfunction, restlessness

Paroxetine 5-60 Useful to treat comorbid anxiety Inhibits conversion of tamoxifen to 
endoxifen; high potential for DDI via 
CYP450 enzymes; high discontinuation 
syndrome owing to short half-life; weight 
gain, sedation, dry mouth 

Citalopram 10-40 Few DDIs Headache, diarrhea, constipation, sexual 
dysfunction, restlessness

Escitalopram 10-20 Few DDIs; S-enantiomer of  
citalopram

Headache, diarrhea, constipation, sexual 
dysfunction, restlessness

Trazodone 25-400 Sleep aid Significant sedation; orthostasis, priapism, 
sexual dysfunction

SNRI Antidepressants 

Venlafaxine 37.5-300 Least likely to interact with tamoxifen; 
useful for hot flashes, neuropathic 
pain; few CYP450 interactions 

Exacerbates hypertension; significant 
discontinuation syndrome 

Desvenlafaxine 50 Metabolite of venlafaxine 

Duloxetine 20-60 Useful for hot flashes, neuropathic 
pain 

Exacerbation of narrow angle glaucoma; 
hepatic insufficiency; sedation; urinary 
retention

Miscellaneous Antidepressants 

Mirtazapine 7.5-45 Stimulates appetite, weight gain; treats 
nausea; acts as sleep aid at lowest dose  
(7.5 mg) and as anxiolytic,  
antidepressant at higher doses

Somnolence, myalgias, weight gain, hyper-
lipidemia; rare but serious agranulocytosis; 
CYP1A2, CYP34 substrate 

Bupropion 300-400 Noradrenergic and dopaminergic;  
may treat nicotine dependence 

Lowers seizure threshold at high doses; 
strong CYP2D6 inhibitor 

Benzodiazepines 

Alprazolam 0.125-2 
orally; t½, 

6-20 h

No cross-tolerance with other 
benzodiazepines

Significant rebound anxiety; multiple 
CYP3A4 drug interactions 

Clonazepam 0.25-4 
orally; t½, 
20-50 h

Helpful in management of anxiety, 
seizure disorders, nocturnal sleep 
disorders, neuralgia, mania; may have 
less abuse liability than shorter-acting 
agents 

Psychomotor impairment; respiratory 
depression

Diazepam 1-20 orally, 
IV, or IM; 

t½,  
30-60 h 

Helpful in management of anxiety, 
alcohol withdrawal, muscle spasm, 
seizure disorders 

Psychomotor impairment; respiratory 
depression; bradycardia

(Table continues on page 1005)
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Dosing 
(mg/day) Unique Benefits Possible Side Effects

Benzodiazepines (continued)

Lorazepam 0.5-2 orally, 
IV, or IM; 

t½,  
10-18 h

Antiemetic; alcohol withdrawal; 
preferable in those with liver 
disease because not subject to phase 1 
metabolism 

Psychomotor impairment; respiratory 
depression; bradycardia

Miscellaneous Anxiolytics 

Gabapentin 900-3600 
in daily 
divided 

doses, 3× 
per day 

Also treats neuropathic pain; sleep aid; 
may decrease alcohol cravings 

Sedation; renal dosing; myoclonus 

Buspirone 20-30 2-3× 
per day

Nonbenzodiazepine Avoid use in renal or hepatic impairment; 
monitor for serotonin syndrome, extra
pyramidal symptoms 

Hydroxyzine 200-400 
daily 

divided 
dose, every 

6 h 

Nonbenzodiazepine;  
treats anxiety, nausea, insomnia 

Monitor for anticholinergic side effects; 
renal dosing 

Psychostimulants 

Methylphenidate 2.5-40 Quick relief from depressive symp-
toms, fatigue; effective in medically 
ill populations and does not usually 
cause weight loss, unlike in medically 
healthy populations; available in many 
dose and duration formulations 

Agitation, restlessness, irritability, anorexia; 
hypertension 

Dextroamphetamine 5-60 More potent than methylphenidate; 
dosed daily

Agitation, restlessness, irritability, anorexia; 
hypertension

Modafinil 100-200 Nonstimulant; long-lasting Agitation, irritability; Stevens-Johnson 
syndrome; CYP3A4 substrate; CYP2C19 
inhibitor; major CYP3A4 inducer; cost

Antipsychotics

Olanzapine 2.5-20 Used as adjunct in treatment- 
refractory depression; can be used to 
treat chemotherapy-induced nausea; 
used to treat mania and as a mood 
stabilizer in bipolar disorder; used to 
treat psychotic disorders 

QTc prolongation; somnolence; weight gain, 
metabolic syndrome 

Haloperidol 0.5-5 Used to treat agitation/delirium;  
can be used to treat chemotherapy- 
induced nausea

QTc prolongation; somnolence; weight gain, 
metabolic syndrome

CYP, cytochrome; DDIs, drug-drug interactions; h, hours; IM, intramuscularly; IV, intravenously; QTc, corrected QT; SNRIs, serotonin- 
norepinephrine reuptake inhibitors; SSRIs, selective serotonin reuptake inhibitors.
a SSRI class antidepressants are the drug of choice in these patients. Their efficacy has been established in randomized controlled trials, they 
have possible anti-inflammatory and cellular effects in cancer, and they generally are well tolerated. They have the potential to cause serotonin 
syndrome.

Table.  (Continued) Psychotropic Medications Commonly Used in Oncology
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the anxious cancer patient. However, all benzodiazepines 
have the potential side effects of sedation, dizziness, and 
incoordination, along with the potential for tolerance and 
abuse or dependence. In particular, the shortest-acting 
benzodiazepine, alprazolam, can cause rebound anxiety 
and carries an elevated risk of abuse and dependence. Its 
use should be limited to specific indications (eg, one-time 
administration for procedures, to halt a panic attack in 
panic disorder). All benzodiazepines may cause bradycar-
dia and respiratory depression (particularly diazepam and 
lorazepam), drug-drug interactions (eg, alprazolam and 
triazolam), impaired memory and disorientation, and 
rebound anxiety. They also have the potential to cause 
withdrawal symptoms. A clear indication and monitor-
ing plan should be prescribed for the patient, and these 
medications should be reserved for moderate to severe 
symptoms. 

Hypnotics may be prescribed for short-term insom-
nia after taking a detailed history of sleep hygiene, 
depression, anxiety, and substance use; and sleep hygiene 
education, relaxation training, and other nonpharmaco-
logic approaches have been attempted. Hypnotics that 
act on the gamma-aminobutyric acid (GABA) system are 
preferred, such as zolpidem or zaleplon. 

Most cancer-related anxiety therapies take a gener-
alist approach, but specific anxiety disorders should be 
managed by more directed approaches. For example, 
comorbid panic disorder may be treated using system-
atic desensitization (a type of CBT) and/or medications 
approved by the US Food and Drug Administration 
(FDA) for use in depression: fluoxetine, paroxetine, ser-
traline, and venlafaxine.38 

Treatment of generalized anxiety disorder may uti-
lize various psychotherapies and/or the commonly used 
antidepressants fluoxetine, paroxetine, escitalopram, ser-
traline, venlafaxine, and duloxetine. Posttraumatic stress 
syndrome should be treated with the FDA-approved 
agents sertraline and/or paroxetine. 

Oncology teams should utilize appropriate referrals 
for specialized supportive care (eg, pastoral care, palliative 
care, social work) when necessary. Psycho-oncologists 
must have knowledge of psychiatric medication use 
in oncology, because up to 50% of patients will take a 
psychiatric medication (eg, anxiolytic, hypnotic, antide-
pressant) during the course of their illness.66,67 Consulting 
teams may put together a complete psychosocial plan to 
comprehensively address the patient’s problems. Mental 
health professionals should manage most severe anxiety 
disorders. 

Depressive Disorders
Depressive disorders vary in severity and lead to a spec-
trum of symptoms and dysfunction. In the cancer setting, 

the diagnosis is more difficult because adapting to losses 
related to illness is difficult to distinguish from depressive 
symptoms. Understanding the prevalence of depression 
in cancer is limited by our understanding of depression 
in general. In the public domain, depression can mean 
anything from a transient depressed mood to severe psy-
chotic depression leading to suicide. As an illness, it can 
be conceptualized as either a dimension (eg, a symptom 
spectrum) or as a category (eg, a disorder). Both con-
ceptualizations are helpful in understanding depression. 
Specific depression criteria in medically ill patients, such 
as the Cavanaugh and the Endicott criteria, have been 
examined and may be helpful for identifying depression 
in the cancer setting, although they are not frequently 
used.68 In addition, several other barriers exist for diag-
nosing depression in the cancer context, including the 
following: the myth that all cancer patients are depressed; 
difficulty distinguishing between depression and normal 
sadness; misconception that depression is a normal part of 
the disease process; and the clinician’s fear of fully explor-
ing psychological symptoms at a vulnerable time.69 

Despite diagnostic ambiguity, depression can be 
recognized in the cancer setting through clinical interpre-
tation and with the aid of a screening instrument. Even 
relatively short instruments that screen for distress and 
depression have proven validity against gold standard 
measures of depression, eg, the trained clinician.43,44,70 
For example, the clinician can recognize depression using 
the Patient Health Questionnaire-2 (PHQ-2) questions, 
“Over the last 2 weeks, how often have you been both-
ered by any of the following problems: (1) little interest 
or pleasure in doing things? (2) feeling down, depressed, 
or hopeless?” If the patient scores at least 3 out of 6 total 
points, the Patient Health Questionnaire-9 (PHQ-9) 
should be used to further delineate the depressive symp-
toms. The PHQ-9 questions are very similar to DSM-5 
criteria for major depression. Suicide risk needs to be 
assessed whenever a diagnosis of depression is considered. 
However, no measure offers 100% sensitivity or specific-
ity, and a skilled clinical assessment and interpretation of 
findings is always required in order to rule out confound-
ing variables and provide adequate depression care.71 

Similar to anxiety disorders, the treatment of depres-
sive disorders in patients with cancer includes a range of 
pharmacologic, psychosocial, and psycho-educational 
interventions. Psycho-education, psychotherapy (eg, 
CBT, supportive-expressive therapy), stress management, 
and supportive counseling are the cornerstone of support-
ive care for depression in cancer.54 CBT therapies focus 
on restructuring thinking patterns and behaviors, whereas 
supportive-expressive therapies allow patients to process 
their cancer-related experiences.63 Supportive-expressive 
group psychotherapy has been studied extensively in 
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women with breast cancer and depression.72 An emo-
tional and cognitive understanding of core conflicts is 
sought through the use of a helping therapeutic alliance. 
Other adjuvant-type therapies, including hypnosis and 
relaxation techniques (eg, mindfulness techniques), may 
help to alleviate concomitant anxiety symptoms.73,74 
Because depression may severely lessen patients’ drive to 
seek help, patients should be actively encouraged to utilize 
available sources. The physician should be able to direct 
the patient toward the most appropriate resources.64 Of 
note, meaning-centered psychotherapy has shown thera-
peutic efficacy in decreasing fear of recurrence and helping 
patients face the uncertainties of the cancer experience.75 
Meaning-centered psychotherapy, whose core tenets are 
based on Viktor Frankl’s logotherapy, has been made 
specific for patients with cancer. This recently developed 
therapy is being tested in various settings, and has been 
found to be efficacious in group settings.76 

Pharmacologic interventions are guided by the diag-
nosis, the side effect profile of the drug, symptom severity, 
and patient preferences.65 The patient’s therapeutic course 
with the antidepressant should be monitored closely to 
ameliorate side effects and offer encouragement. Most 
medications need to be titrated to effect, which should 
depend on perceived benefit and tolerability of the medi-
cation. A trial of at least 2 to 4 weeks is typical unless the 
patient is not tolerating the side effects. After that amount 
of time and subsequent titration, a decision should be 
made about switching the antidepressant. If a marginal 
benefit was obtained, an adjuvant medication could be 
considered. This adjuvant medication might be another 
antidepressant, typically bupropion or mirtazapine, an 
antipsychotic such as aripiprazole or olanzapine, or a 
stimulant such as methylphenidate, depending on symp-
tomatology. Of course, psychiatric medications are used 
to treat a multitude of symptoms in oncology and should 
ideally be used to target more than one symptom, such as 
fatigue, nausea, hot flashes, neuropathy, weight loss, sleep 
disturbance, anxiety, or even hiccups. 

Delirium. Delirium is the most common neuropsy-
chiatric diagnosis among cancer patients and is caused 
by either the cancer directly or by indirect complica-
tions of the disease, cancer treatment, or other medical 
problems.77 It is characterized by an abrupt onset of 
disturbances in consciousness or arousal.78 The hallmark 
of delirium is the fluctuation in attention, cognition, 
and perception over the course of a day. Two primary 
forms exist, hyperactive and hypoactive.78 Because hypo-
active is the most common form, delirium is frequently 
under-recognized or misdiagnosed in patients with can-
cer.77 Even when recognized, it is frequently undertreated 
or inappropriately treated. Older patients and those with 

underlying cognitive impairment (eg, dementia) are at 
increased risk for developing delirium during the course 
of cancer diagnosis and treatment.78 

Delirium is often managed by primary teams but 
with the consultative help of neurology or psychiatry. The 
standard approach to treating delirium is to search for the 
underlying causes and correct those factors while manag-
ing the symptoms of delirium by using both pharmaco-
logic and nonpharmacologic strategies. The vast majority 
of delirium stems from an underlying medical condition 
(eg, infection) or medications, although the cause also 
can be multifactorial. Therefore, it is most important to 
address any modifiable risk factors for delirium (eg, poly-
pharmacy, malnutrition, visual impairment, insomnia, or 
dehydration). 

The most important treatment is to correct the 
underlying medical or medication cause. Antipsychotic 
medications are helpful and frequently are used to restore 
the sleep-wake balance or to ameliorate hyperactive 
symptoms. Antipsychotics, cholinesterase inhibitors, and 
alpha-2 adrenergic receptor agonists are the main classes 
of medications studied in the treatment and prevention of 
delirium. However, no medication to date has been spe-
cifically approved by the FDA for treatment or prevention 
of delirium.77,79 The most common antipsychotic medica-
tions used to treat delirium are highlighted in the table.

Nonpharmacologic treatment for patients with delir-
ium includes prevention of delirium in the first place. 
This involves an assessment of modifiable risk factors, 
including underlying cognitive impairment or disorien-
tation, dehydration, constipation, hypoxia, infection, 
immobility, polypharmacy, pain, poor nutrition, sensory 
impairment, and sleep disturbance. Preemptively address-
ing these factors has been shown to reduce the time that 
patients are impaired.77 

Pain. The psychiatric impact of pain in cancer cannot 
be underestimated.80 Patients with uncontrolled pain 
experience a high prevalence of psychiatric complications 
that may be ameliorated by adequate pain control.81 At 
the same time, psychological factors (eg, anxiety and 
depression) and the patients’ self-ascribed meaning of the 
pain experience intensify cancer pain.82 Desire for has-
tened death, a psychological entity similar to depression, 
decreases with better pain management.83 Additionally, 
geriatric patients may “somatize” with increasingly com-
plicated pain complaints when there is an underlying 
depressive disorder. Therefore, it is important to recog-
nize any concomitant underlying depressive component 
of the patients’ pain, and to treat both. Pain symptoms 
often remit with depression treatment. Somatizing may 
be suspected when pain symptoms do not improve with 
pain treatments. 
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Fatigue. Cancer-related fatigue should be addressed by 
evaluating for other overlapping psychological prob-
lems—such as anxiety, depression, pain, and sleep distur-
bances—that carry a fatigue component. However, can-
cer-related fatigue is also extremely common on its own. 
The NCCN practice guidelines for cancer-related fatigue 
recommend screening for fatigue using a 0 to 10 rating 
scale, and identifying and treating underlying causes of 
fatigue if possible. 

Nonpharmacologic treatments for fatigue include 
increasing physical activity, increasing psychosocial 
support, addressing sleep problems, and addressing any 
nutritional deficiencies. Although data on fatigue treat-
ments are limited, exercise and cognitive behavioral ther-
apy have been identified as effective treatments against 
cancer-related fatigue. In addition, psychopharmacologic 
interventions have been used. Although stimulants are 
frequently used to treat opioid-induced fatigue, the 
evidence for their effectiveness in treating cancer-related 
fatigue is mixed. 

Conclusion 

The patient experience of cancer requires psychological 
adaptations that should be assessed, evaluated, and treated 
as necessary alongside the cancer diagnosis. Distress 
screening and increased attention to the psychological 
realm of cancer have contributed to tremendous advances 
in the realm of psycho-oncology over the past 20 years. 

It is imperative for the oncologic clinician to under-
stand the basic concepts and categorization of psycholog-
ical problems in cancer, and how to initiate treatment. 
This review on the categorization of psychological/psychi-
atric disorders in cancer and their management should be 
helpful for clinicians who seek greater information. 
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