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Self-Study Module 3c: Anxiety

Abstract 


Many symptoms and syndromes are commonly encountered in patients with cancer. 
This module first presents general approaches to symptom management, followed by 
management of the specific symptoms and syndromes, including: anorexia/cachexia, 
anxiety, constipation, depression, diarrhea, fatigue, insomnia, menopausal symptoms 
and sexual health, mucositis, nausea and vomiting, and skin problems. 

Any symptom can be debilitating and prevent the patient and family from achieving 
goals that are important to them. As with other aspects of medicine, tailored 
management is based on the underlying etiology and pathophysiology. When several 
symptoms occur together, they can be interrelated and management can be complex. 

Introduction 

Anxiety is a state of feeling apprehension, uncertainty, and fear. High levels of concern 
and unremitting worry usually lead to some level of dysfunction. 

A generalized anxiety disorder is a state of excessive anxiety or worry lasting at least 6 
months and impacting day-to-day activities. (Ref. 1) 

Cancer patients and their families commonly experience anxiety over fears, therapies, 
their ability to live life as they have known it, and uncertainty about their future. Their 
distress may also be related to other physical, psychological, social, spiritual, practical, 
end-of-life, and loss issues that derive from the cancer. Anxiety may also be a 
component of other syndromes (e.g., a primary anxiety disorder or an underlying panic 
disorder that is unmasked by advanced cancer).  

A panic attack is the sudden onset of intense terror, apprehension, fearfulness, or a 
feeling of impending doom, usually occurring with symptoms such as shortness of 
breath, palpitations, chest discomfort, a sense of choking, and fear of "going crazy" or 
losing control. (Ref. 1) Panic attacks are discrete in nature and time course, usually 
lasting 15-20 minutes.  

Anxiety often co-occurs with adjustment disorders and/or depression. An adjustment 
disorder is a psychological response to an identifiable stressor which results in the 
development of clinically significant emotional or behavioral symptoms. (Ref. 1) 
Common symptoms seen in depression, such as loss of appetite, decreased libido, and 
insomnia, may also be part of anxiety states. (Ref. 2)  
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Distress and anxiety in one person can spread to other people close to that person. Pro
active approaches to assist with adjustment and early detection and management of 
distress are essential. 

Prevalence 

Up to 21% of cancer patients may have persistent anxiety symptoms, although it 
appears that only a small percentage had any symptoms of anxiety prior to cancer 
diagnosis or treatment. (Ref. 3) Because most patients have probably not seen a mental 
health provider prior to having cancer, a diagnosis of anxiety disorder should be 
considered, if appropriate. (Ref. 2) (Ref. 4)  

A high proportion of cancer patients may develop hyperarousal and nightmares 
associated with their cancer diagnosis or treatments and meet the criteria for the 
diagnosis of Posttraumatic Stress Disorder (Ref. 5) (i.e., they re-experience a traumatic 
event with symptoms of increased arousal and they avoid reminders of the traumatic 
event). (Ref. 1) 

Prognosis 

Anxiety itself has no definite prognostic implications. Sequelae from anxiety (e.g., 
anorexia, insomnia, or harmful behaviors) can limit prognosis. 

Case 

Review the case below, and keep it in mind as you progress through the module.  How 
would you approach the assessment of this patient?  What interventions might be 
appropriate? 

B.C. is a 72-year-old married man with metastatic lung cancer who reports increasing 
worry about “little things.” He is apprehensive about doing anything but lying in bed. He 
is bothered by bouts of nausea, sweating, and shortness of breath, usually associated 
with going to see his oncologist. His wife reports that he is often restless and cannot get 
to sleep. His medications include ranitidine, dexamethasone, gabapentin, and albuterol. 
He uses opiate analgesics as needed for pain. Examination reveals nonspecific 
neurological abnormalities. His vital signs show mild hypertension, tachycardia, and an 
elevated respiratory rate. CT scan confirms cerebral metastases. An initial Folstein Mini-
Mental State Examination is normal. 
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Pathophysiology
 

A biological understanding of anxiety is only just emerging. It can be characterized by a 
maladaptive or excessive response to stress primarily involving the neurotransmitters 
norepinephrine, serotonin, and gamma-aminobutyric acid (GABA). In contrast with 
depression, genetic factors play a modest role. Environment, particularly early in life, is 
thought to be more important. However, associated physical conditions such as 
hypoxia, sepsis, poorly controlled pain, and adverse medication reactions like akathisia 
or medication withdrawal syndromes may be associated with anxiety. (Ref. 6)  

Assessment 

Anxiety states usually present with one or more symptoms or signs, including:  

• Excessive worry, apprehension, dread, foreboding  

• Irritability, tension 

• Agitation, restlessness, hyperarousal, insomnia  

• Sweating, tachycardia 

• Hyperventilation, shortness of breath 

• Gastrointestinal distress, nausea 

Anxiety is very common and should be evaluated in every clinical encounter. Ask 
questions like: 

• “Do you find yourself worrying a lot?” 

• “Are you often fearful?” 

• “Do you feel anxious?” 

A detailed clinical interview is the preferred technique for a more comprehensive 
assessment. Ask direct questions about the aforementioned signs and symptoms. Input 
from family, friends, and other members of the interdisciplinary team may be invaluable. 
Tools such as the Hospital Anxiety and Depression Scale (Ref. 7) or the Profile of Mood 
States (Ref. 8) may be helpful, particularly in the hands of specialists who are familiar 
with their strengths and weaknesses.  

Look for: 

• Insomnia (see EPEC™-O Module 3.l: Symptoms - Insomnia).  
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•	 Reversible causes of anxiety such as alcohol, caffeine, or adverse effects of 
medications (e.g., beta-agonists and methylxanthines for the management of 
dyspnea, steroids, psychostimulants, thyroid medications, antipsychotics, or even 
anxiolytics).  

•	 Medical states such as pulmonary emboli; uncontrolled pain; hypoxia; abnormal 
metabolic states; hormone-producing tumors; withdrawal from alcohol, nicotine, 
or opioids; and cardiac arrhythmias.  

Attempt to differentiate between primary anxiety, depression, and delirium (see 
EPEC™-O Module 3.h: Symptoms - Depression and EPEC™-O Module 3.g: Symptoms 
- Delirium). (Ref. 2) 

Psychiatrists are well versed in the differential diagnosis of anxiety. If there is a question 
about the diagnosis, do not hesitate to ask for a consultation.  

Management 

Treat cancer patients experiencing anxiety with a combination of your own supportive 
care and psychotherapy, complementary or alternative therapies if they seem helpful, 
and pharmacotherapy. Treat any reversible causes. Ameliorate the active symptoms 
quickly. Lack of improvement within a couple of weeks may indicate a need for more 
aggressive therapy and consultation with a psychiatrist.  

Counseling 

The majority of patients and their families will be receptive to compassionate exploration 
of the specific issues that are causing or exacerbating their anxiety. Concerns about 
anti-cancer therapy, finances, family conflicts, future disability, dependency, existential 
questions, and dying will not resolve with medication. Instead, they will benefit from 
counseling and supportive therapy. 

Weave in supportive counseling that uses aspects of brief supportive psychotherapy 
into routine interventions. Spend time educating the patient and family members about 
modifiable factors that contribute to anxiety and depression.  

Supportive counseling has many goals. The interaction itself may be therapeutic. During 
the discussions, provide the patient with an improved understanding of his or her 
prognosis, potential treatments, and outcomes. These may help the patient put 
perceptions, expectations, needs, fears, and fantasies about his or her illness and death 
into a different perspective. Discuss short-term goals. Identify and reinforce the patient’s 
previously demonstrated strengths and successful coping techniques. This will help the 
patient and family to establish or reestablish their sense of self-worth and meaning (see 
EPEC™-O Module 9: Negotiating Goals of Care).  
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It is important to understand issues of loss and grief when evaluating anxiety and 
psychological distress. They can occur at any time during the course of the illness and 
bereavement for patients and family members. They are discussed in more detail in 
EPEC™-O Module 4: Loss, Grief, and Bereavement.  

Time spent by the oncologist and other members of the cancer care team talking with 
patients about their feelings and reframing their ideas may be very helpful. In addition, 
formal and informal sessions with psychiatrists, psychologists, nurses, social workers, 
and chaplains may also be beneficial. 

Complementary therapies 

Complementary or alternative medical approaches may help some patients. 

Progressive muscle relaxation, massage therapy, guided imagery, hypnosis, meditation, 

music, or aromatherapy can be particularly useful tools to decrease anxiety. (Ref. 2) 

Patients should be advised to minimize or avoid caffeine and alcohol and sleep habits 

should be evaluated as necessary. 


Pharmacologic management 

Acute anxiety 

Benzodiazepines are usually the medications of choice for the short-term management 
of acute anxiety reactions when immediate relief is desired. They have four major 
actions: 

• Anxiolytics/hypnotics 

• Amnestics 

• Skeletal muscle relaxants  

• Antiepileptics 

Choose a benzodiazepine based on the desired half-life.  

Longer half-life benzodiazepines (e.g., clonazepam [t1/2 = 30-40 hr]), have a more 
sustained effect, although some (e.g., diazepam [t1/2 = 20-54 hr]) may accumulate. 
Common starting doses are: 

• Clonazepam, 0.5-2 mg PO daily to bid PRN. 

Shorter half-life benzodiazepines (e.g., lorazepam [t1/2 = 12 hr]) can be dosed more 
frequently. Lorazepam may also reduce anticipatory nausea and vomiting associated 
with chemotherapy (Ref. 9) (Ref. 10) and produce amnesia for procedures or 
chemotherapy. (Ref. 11) Common starting doses are:  
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•	 Lorazepam, 0.25-2 mg PO, SL q 6 h PRN. 

Very short half-life benzodiazepines (e.g., oxazepam [t1/2=2.8-8.6 hr]), triazolam 
[t1/2=1.5-5.5 hr]), are not indicated for the treatment of anxiety because the half-life is too 
short and the risk of rebound anxiety too great. 

Midazolam, with its very short half-life (t1/2=1.8-6.4 hr), may be an ideal 
anxiolytic/amnestic for procedures, particularly when given SC or IV. Common starting 
doses are: 

•	 Midazolam, 1-5 mg SC, IV q 1 h PRN.  

•	 Midazolam, 0.5-5.0 mg/hr SC, IV continuous infusion.  

Whichever medication is chosen, start with low doses and titrate to effect and 
tolerability. 

Benzodiazepines and anticholinergics (e.g., hydroxyzine and diphenhydramine) may 
worsen memory or induce delirium, particularly in the elderly. They can cause confusion 
in patients with pre-existing cognitive impairment, or increase gait instability. Some 
benzodiazepines (e.g., alprazolam [t1/2 =11.2hr]) have a greater risk of withdrawal and 
rebound anxiety. 

Do not use more than one benzodiazepine at a time. When discontinuing 
benzodiazepines, taper them slowly (i.e., reduce the dose by 25-50% each day). 

When benzodiazepines are contraindicated (e.g., among geriatric patients who are 
susceptible to their amnestic action) and/or when a primary hypnotic effect is desired, 
gabapentin or trazodone may be better choices. (Ref. 12) Common starting doses are: 

•	 Gabapentin, 300 mg PO at bedtime. If ineffective, increase the dose every 3-5 
days, first to 300 mg PO q 12 h, then to 300 mg PO q 8 h, then by 100 mg q 8 h. 
The maximum dose is 3,600 mg daily.  

•	 Trazodone, 12.5 mg PO q 2 h PRN for anxiety or agitation.  

•	 Trazodone, 25-100 mg PO at bedtime for insomnia. 

Chronic anxiety 

Selective serotonin reuptake inhibitors (SSRIs) are the medications of choice to manage 
chronic anxiety. Paroxetine is often chosen because it tends to be more sedating and 
can provide a calming effect. Usually, higher SSRI doses are needed to manage 
chronic anxiety. Common starting doses are: 
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•	 Paroxetine, 10-20 mg PO daily. Target is 20-40 mg PO daily. Maximum dose is 
50 mg/day. To reduce the risk of adverse effects, consider an extended-release 
formulation (e.g., Paroxetine CR).  

•	 Citalopram, 10-20 mg PO daily. Increase weekly by 10-20 mg PO daily. Usual 
target is 40 mg PO daily. Maximum dose is 60 mg/day.  

•	 Escitalopram, 5-10 mg PO daily. Maintenance and maximum dose is 10-20 mg 
PO daily. 

Antidepressants can also help ameliorate mixed states of anxiety and depression.  

For severe anxiety, consider starting both a benzodiazepine and an SSRI together. 
Once the SSRI becomes effective in 4 to 6 weeks, the benzodiazepine can be stopped.  

If there is a question about the appropriate treatment or if initial treatments are not 
working in a timely manner (i.e., several days to 1-2 weeks), consult a psychiatrist. 
When benzodiazepine discontinuation is complicated or alcohol withdrawal is involved, 
consider consulting a psychiatrist. 

Summary 

Anxiety is common among cancer patients and their families. It is often overlooked 
and/or not treated aggressively. Careful, proactive attention to anxiety will improve 
cancer management, psychosocial and family stress, quality of life, and, ultimately, 
quality of dying. Counseling, complementary or alternative therapies, and 
psychopharmacology all have a role to play in the management of anxiety. Therapies 
can be tailored to an individual patient’s and family’s needs and preferences. Do not 
hesitate to consult with mental health professionals, including psychiatrists, 
psychologists, nurses, social workers, and chaplains, as appropriate if there is a 
question about anxiety or if simple interventions do not yield improvement in a timely 
manner. 

Key Take-Home Points 

1. Anxiety causes dysfunction in patients and those close to them and undermines 
quality of life and quality of care. 

2. Anxiety should be proactively managed with supportive care.  

3. Early detection and management are essential.  
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Pearls 
1. Assess openness to counseling as a personal management approach for the 

patient. 

2. Consider caffeine and alcohol use and sleep habits.  

3. Choose a benzodiazepine for short-term pharmacologic treatment needs; choose 
a selective serotonin reuptake inhibitor for chronic anxiety.  

4. Make a partnership with your patient and the family caregiver; draw them into the 
interdisciplinary team and foster their active participation in the care plan.  

5. Additional materials can be found in Module 3: Health Professional Resources 
Module 3: Patient Resources. 

Pitfalls 
1. Overlooking the need for expectant management. 

2. Missing early diagnosis.  
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Appendix: Anxiety Medication Table 


Anxiety Medication Table 

Anxiety (anxiolytics) 

Generic 
Name 

Trade 
Name(s) 

Dosage Forms/ 
Time Cmax 

Elimination 
t1/2 

Route of 
Elimination 

Adult 
Doses 

Pediatric 
Doses 

Adverse 
Effects 

Common 
Interactions 

Alprazolam 
Benzodiazepine 

Various; Xanax® is 
an example: 

PO: 0.8-2 hours 11.2 hours Liver 
metabolism: 

0.25-0.5 mg bid
tid (max 

☺ • drowsiness 
• ataxia 

• CNS 
depressants 

tabs: 0.25, 0.5, 1,  extensive 4 mg/24 h) • fatigue • disulfiram 
2 mg Renal • confusion • cimetidine 

excretion: • weakness • levodopa 
80% • dizziness • anticonvulsant 

Feces: 7% s 
• psychotherape 

utic agents 

Clonazepam Various; Klonopin® PO: 1-4 hr 30-40 hr Liver 0.25-3 mg PO q ☺☺ • nausea • CNS 
Benzodiazepine is an example: PR: 10-30 minutes metabolism: 8-12 h (max  • rash depressants 

Long half-life tabs/wafers: 0.5, 1, 
2, 0.125, 0.25 mg 

highly 
metabolized 

Renal 
excretion: 
0.5%-1% 

20 mg/24h ) 

Diazepam Various; Valium® is PO:  0.83-2.25 days Liver 2-10 mg PO, IM, 0.1-0.8 • drowsiness • CNS 
Benzodiazepine an example: 0.89-1.32 hr Active metabolism: IV q 6-8h mg/kg/24h • confusion depressants 

Long half-life tabs: 2, 5, 10 mg IV: 8 minutes metabolites extensive PO ÷ q 6 h 

elixir: 1, 5 mg/ml IM: 1 hr 40-194 hr Renal seizures: 5-10 
inj: 5 mg/ml 
PR gel: 5mg/unit 

PR gel:1.5 hr excretion: 
75% 

mg IV q 5-10 
min PRN 

PR 
supp:compounded 
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Anxiety (anxiolytics) 

Generic 
Name 

Trade 
Name(s) 

Dosage Forms/ 
Time Cmax 

Elimination 
t1/2 

Route of 
Elimination 

Adult 
Doses 

Pediatric 
Doses 

Adverse 
Effects 

Common 
Interactions 

Lorazepam Various; Ativan® is PO: 2 hr 12 hr Liver sleep: 1-4 mg ☺☺ • drowsiness • CNS 
Benzodiazepine an example: IM: 1=-3 hr Metabolites: metabolism: PO nightly • confusion depressants 

Intermediate tabs: 0.5, 1, 2 mg SL: 60 minutes 12-18 hr 75% PRN 

half-life SL tabs: 0.5, 1, 2 Renal anxiolytic: 0.5-1 
mg excretion: mg PO q 6-8 

solution: 2 mg/ml 
inj: 2, 4 mg/ml 

88% 
Feces: 7% 

h (max 6 
mg/24h) 

sedation: 1-4 
mg PO q 1-4 
h PRN (may 
require 20-50 
mg/24h or 
more) 

seizures: 3-4 mg 
IV, SC, SL 
q 5-10 min 
PRN 

Midazolam Versed®: IM: 45 minutes 1.8-6.4 hr Liver 1-5 mg SC, IV, ☺☺ • drowsiness • CNS 
Benzodiazepine inj: 1, 2, 5 mg/ml PR: 20-50 metabolism: IM q 3h PRN • confusion depressants 

Short half-life minutes extensive 
Renal 

or 0.5-5.0 
mg/h SC 

excretion: continuous 
45%-57% infusion 

seizures: 1-5 mg 
SC, IV, IM q 1 
h PRN 

(generally used 
as an IV or 
SC infusion 
due to short 
half-life) 
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Anxiety (anxiolytics) 

Generic 
Name 

Trade 
Name(s) 

Dosage Forms/ 
Time Cmax 

Elimination 
t1/2 

Route of 
Elimination 

Adult 
Doses 

Pediatric 
Doses 

Adverse 
Effects 

Common 
Interactions 

Oxazepam 
Benzodiazepine 
Moderate half-
life 

Various; Serax® is 
an example: 

tabs: 10, 15, 30 mg 

PO: 2-3 hr 2.8-8.6 hr Liver 
metabolism: 
moderate 

Renal 
excretion: 
50% 
unchanged 
drug 

30-120 mg PO / 
24 h (in 
divided doses) 

☺☺ • drowsiness 
• confusion 

• CNS 
depressants 
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Self-Assessment 


Module 3c: Anxiety 

1. 	 Mrs. Yokohama is a 98-year-old with progressive Grade II glioma. She is mostly 
nonverbal and has 24-hour help at home. Her caregiver complains that the patient 
is agitated and calls out at night, but is somnolent during the day. The caregiver 
thinks Mrs. Yokohama is anxious and wants you to give her something to “calm her 
down.” The best choice would be: 

a). trazodone 

b). amitriptyline 

c). diazepam 

d). diphenhydramine 
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Self-Assessment Answer 

Question 1. The correct answer is: a) 

This question is aimed at understanding the treatment of anxiety/agitation. There often 
seems to be day/night reversal. Of the medications listed, trazodone is best because it 
is a hypnotic with anxiolytic properties and it is well tolerated in the elderly and very ill. 
Amitriptyline, while sedating, will have undesirable anticholinergic side effects. 
Diazepam has a long half-life and is unlikely to be effective. Diphenhydramine, while 
initially sedating, will have undesirable anticholinergic side effects and is unlikely to 
have any sustained effect on anxiety and agitation. Neuroleptic medications might also 
be appropriate. 
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Abstract





Many symptoms and syndromes are commonly encountered in patients with cancer. This module first presents general approaches to symptom management, followed by management of the specific symptoms and syndromes, including: anorexia/cachexia, anxiety, constipation, depression, diarrhea, fatigue, insomnia, menopausal symptoms and sexual health, mucositis, nausea and vomiting, and skin problems.


Any symptom can be debilitating and prevent the patient and family from achieving goals that are important to them. As with other aspects of medicine, tailored management is based on the underlying etiology and pathophysiology. When several symptoms occur together, they can be interrelated and management can be complex.


Introduction




Anxiety is a state of feeling apprehension, uncertainty, and fear. High levels of concern and unremitting worry usually lead to some level of dysfunction.


A generalized anxiety disorder is a state of excessive anxiety or worry lasting at least 6 months and impacting day-to-day activities. (Ref. 1)


Cancer patients and their families commonly experience anxiety over fears, therapies, their ability to live life as they have known it, and uncertainty about their future. Their distress may also be related to other physical, psychological, social, spiritual, practical, end-of-life, and loss issues that derive from the cancer. Anxiety may also be a component of other syndromes (e.g., a primary anxiety disorder or an underlying panic disorder that is unmasked by advanced cancer). 


A panic attack is the sudden onset of intense terror, apprehension, fearfulness, or a feeling of impending doom, usually occurring with symptoms such as shortness of breath, palpitations, chest discomfort, a sense of choking, and fear of "going crazy" or losing control. (Ref. 1) Panic attacks are discrete in nature and time course, usually lasting 15-20 minutes. 


Anxiety often co-occurs with adjustment disorders and/or depression. An adjustment disorder is a psychological response to an identifiable stressor which results in the development of clinically significant emotional or behavioral symptoms. (Ref. 1) Common symptoms seen in depression, such as loss of appetite, decreased libido, and insomnia, may also be part of anxiety states. (Ref. 2) 


Distress and anxiety in one person can spread to other people close to that person. Pro-active approaches to assist with adjustment and early detection and management of distress are essential. 


Prevalence


Up to 21% of cancer patients may have persistent anxiety symptoms, although it appears that only a small percentage had any symptoms of anxiety prior to cancer diagnosis or treatment. (Ref. 3) Because most patients have probably not seen a mental health provider prior to having cancer, a diagnosis of anxiety disorder should be considered, if appropriate. (Ref. 2) (Ref. 4) 


A high proportion of cancer patients may develop hyperarousal and nightmares associated with their cancer diagnosis or treatments and meet the criteria for the diagnosis of Posttraumatic Stress Disorder (Ref. 5) (i.e., they re-experience a traumatic event with symptoms of increased arousal and they avoid reminders of the traumatic event). (Ref. 1) 


Prognosis


Anxiety itself has no definite prognostic implications. Sequelae from anxiety (e.g., anorexia, insomnia, or harmful behaviors) can limit prognosis.


Case


Review the case below, and keep it in mind as you progress through the module.  How would you approach the assessment of this patient?  What interventions might be appropriate?

B.C. is a 72-year-old married man with metastatic lung cancer who reports increasing worry about “little things.” He is apprehensive about doing anything but lying in bed. He is bothered by bouts of nausea, sweating, and shortness of breath, usually associated with going to see his oncologist. His wife reports that he is often restless and cannot get to sleep. His medications include ranitidine, dexamethasone, gabapentin, and albuterol. He uses opiate analgesics as needed for pain. Examination reveals nonspecific neurological abnormalities. His vital signs show mild hypertension, tachycardia, and an elevated respiratory rate. CT scan confirms cerebral metastases. An initial Folstein Mini-Mental State Examination is normal. 


Pathophysiology





A biological understanding of anxiety is only just emerging. It can be characterized by a maladaptive or excessive response to stress primarily involving the neurotransmitters norepinephrine, serotonin, and gamma-aminobutyric acid (GABA). In contrast with depression, genetic factors play a modest role. Environment, particularly early in life, is thought to be more important. However, associated physical conditions such as hypoxia, sepsis, poorly controlled pain, and adverse medication reactions like akathisia or medication withdrawal syndromes may be associated with anxiety. (Ref. 6) 


Assessment


Anxiety states usually present with one or more symptoms or signs, including: 


· Excessive worry, apprehension, dread, foreboding 


· Irritability, tension 


· Agitation, restlessness, hyperarousal, insomnia 


· Sweating, tachycardia 


· Hyperventilation, shortness of breath 


· Gastrointestinal distress, nausea 


Anxiety is very common and should be evaluated in every clinical encounter. Ask questions like: 

· “Do you find yourself worrying a lot?” 


· “Are you often fearful?” 


· “Do you feel anxious?” 


A detailed clinical interview is the preferred technique for a more comprehensive assessment. Ask direct questions about the aforementioned signs and symptoms. Input from family, friends, and other members of the interdisciplinary team may be invaluable. Tools such as the Hospital Anxiety and Depression Scale (Ref. 7) or the Profile of Mood States (Ref. 8) may be helpful, particularly in the hands of specialists who are familiar with their strengths and weaknesses. 


Look for: 


· Insomnia (see EPEC™-O Module 3.l: Symptoms - Insomnia). 


· Reversible causes of anxiety such as alcohol, caffeine, or adverse effects of medications (e.g., beta-agonists and methylxanthines for the management of dyspnea, steroids, psychostimulants, thyroid medications, antipsychotics, or even anxiolytics). 


· Medical states such as pulmonary emboli; uncontrolled pain; hypoxia; abnormal metabolic states; hormone-producing tumors; withdrawal from alcohol, nicotine, or opioids; and cardiac arrhythmias. 


Attempt to differentiate between primary anxiety, depression, and delirium (see EPEC™-O Module 3.h: Symptoms - Depression and EPEC™-O Module 3.g: Symptoms - Delirium). (Ref. 2) 


Psychiatrists are well versed in the differential diagnosis of anxiety. If there is a question about the diagnosis, do not hesitate to ask for a consultation. 


Management


Treat cancer patients experiencing anxiety with a combination of your own supportive care and psychotherapy, complementary or alternative therapies if they seem helpful, and pharmacotherapy. Treat any reversible causes. Ameliorate the active symptoms quickly. Lack of improvement within a couple of weeks may indicate a need for more aggressive therapy and consultation with a psychiatrist. 


Counseling


The majority of patients and their families will be receptive to compassionate exploration of the specific issues that are causing or exacerbating their anxiety. Concerns about anti-cancer therapy, finances, family conflicts, future disability, dependency, existential questions, and dying will not resolve with medication. Instead, they will benefit from counseling and supportive therapy.


Weave in supportive counseling that uses aspects of brief supportive psychotherapy into routine interventions. Spend time educating the patient and family members about modifiable factors that contribute to anxiety and depression. 


Supportive counseling has many goals. The interaction itself may be therapeutic. During the discussions, provide the patient with an improved understanding of his or her prognosis, potential treatments, and outcomes. These may help the patient put perceptions, expectations, needs, fears, and fantasies about his or her illness and death into a different perspective. Discuss short-term goals. Identify and reinforce the patient’s previously demonstrated strengths and successful coping techniques. This will help the patient and family to establish or reestablish their sense of self-worth and meaning (see EPEC™-O Module 9: Negotiating Goals of Care). 


It is important to understand issues of loss and grief when evaluating anxiety and psychological distress. They can occur at any time during the course of the illness and bereavement for patients and family members. They are discussed in more detail in EPEC™-O Module 4: Loss, Grief, and Bereavement. 


Time spent by the oncologist and other members of the cancer care team talking with patients about their feelings and reframing their ideas may be very helpful. In addition, formal and informal sessions with psychiatrists, psychologists, nurses, social workers, and chaplains may also be beneficial.


Complementary therapies


Complementary or alternative medical approaches may help some patients. Progressive muscle relaxation, massage therapy, guided imagery, hypnosis, meditation, music, or aromatherapy can be particularly useful tools to decrease anxiety. (Ref. 2) Patients should be advised to minimize or avoid caffeine and alcohol and sleep habits should be evaluated as necessary. 


Pharmacologic management


Acute anxiety


Benzodiazepines are usually the medications of choice for the short-term management of acute anxiety reactions when immediate relief is desired. They have four major actions:


· Anxiolytics/hypnotics 


· Amnestics 


· Skeletal muscle relaxants 


· Antiepileptics 


Choose a benzodiazepine based on the desired half-life. 


Longer half-life benzodiazepines (e.g., clonazepam [t1/2 = 30-40 hr]), have a more sustained effect, although some (e.g., diazepam [t1/2 = 20-54 hr]) may accumulate. Common starting doses are:


· Clonazepam, 0.5-2 mg PO daily to bid PRN. 


Shorter half-life benzodiazepines (e.g., lorazepam [t1/2 = 12 hr]) can be dosed more frequently. Lorazepam may also reduce anticipatory nausea and vomiting associated with chemotherapy (Ref. 9) (Ref. 10) and produce amnesia for procedures or chemotherapy. (Ref. 11) Common starting doses are: 


· Lorazepam, 0.25-2 mg PO, SL q 6 h PRN. 


Very short half-life benzodiazepines (e.g., oxazepam [t1/2=2.8-8.6 hr]), triazolam [t1/2=1.5-5.5 hr]), are not indicated for the treatment of anxiety because the half-life is too short and the risk of rebound anxiety too great. 


Midazolam, with its very short half-life (t1/2=1.8-6.4 hr), may be an ideal anxiolytic/amnestic for procedures, particularly when given SC or IV. Common starting doses are: 


· Midazolam, 1-5 mg SC, IV q 1 h PRN. 


· Midazolam, 0.5-5.0 mg/hr SC, IV continuous infusion. 


Whichever medication is chosen, start with low doses and titrate to effect and tolerability. 


Benzodiazepines and anticholinergics (e.g., hydroxyzine and diphenhydramine) may worsen memory or induce delirium, particularly in the elderly. They can cause confusion in patients with pre-existing cognitive impairment, or increase gait instability. Some benzodiazepines (e.g., alprazolam [t1/2 =11.2hr]) have a greater risk of withdrawal and rebound anxiety. 


Do not use more than one benzodiazepine at a time. When discontinuing benzodiazepines, taper them slowly (i.e., reduce the dose by 25-50% each day).


When benzodiazepines are contraindicated (e.g., among geriatric patients who are susceptible to their amnestic action) and/or when a primary hypnotic effect is desired, gabapentin or trazodone may be better choices. (Ref. 12) Common starting doses are:


· Gabapentin, 300 mg PO at bedtime. If ineffective, increase the dose every 3-5 days, first to 300 mg PO q 12 h, then to 300 mg PO q 8 h, then by 100 mg q 8 h. The maximum dose is 3,600 mg daily. 


· Trazodone, 12.5 mg PO q 2 h PRN for anxiety or agitation. 


· Trazodone, 25-100 mg PO at bedtime for insomnia. 


Chronic anxiety


Selective serotonin reuptake inhibitors (SSRIs) are the medications of choice to manage chronic anxiety. Paroxetine is often chosen because it tends to be more sedating and can provide a calming effect. Usually, higher SSRI doses are needed to manage chronic anxiety. Common starting doses are:


· Paroxetine, 10-20 mg PO daily. Target is 20-40 mg PO daily. Maximum dose is 50 mg/day. To reduce the risk of adverse effects, consider an extended-release formulation (e.g., Paroxetine CR). 


· Citalopram, 10-20 mg PO daily. Increase weekly by 10-20 mg PO daily. Usual target is 40 mg PO daily. Maximum dose is 60 mg/day. 


· Escitalopram, 5-10 mg PO daily. Maintenance and maximum dose is 10-20 mg PO daily. 


Antidepressants can also help ameliorate mixed states of anxiety and depression. 


For severe anxiety, consider starting both a benzodiazepine and an SSRI together. Once the SSRI becomes effective in 4 to 6 weeks, the benzodiazepine can be stopped. 


If there is a question about the appropriate treatment or if initial treatments are not working in a timely manner (i.e., several days to 1-2 weeks), consult a psychiatrist. When benzodiazepine discontinuation is complicated or alcohol withdrawal is involved, consider consulting a psychiatrist. 


Summary





Anxiety is common among cancer patients and their families. It is often overlooked and/or not treated aggressively. Careful, proactive attention to anxiety will improve cancer management, psychosocial and family stress, quality of life, and, ultimately, quality of dying. Counseling, complementary or alternative therapies, and psychopharmacology all have a role to play in the management of anxiety. Therapies can be tailored to an individual patient’s and family’s needs and preferences. Do not hesitate to consult with mental health professionals, including psychiatrists, psychologists, nurses, social workers, and chaplains, as appropriate if there is a question about anxiety or if simple interventions do not yield improvement in a timely manner. 


Key Take-Home Points





1. Anxiety causes dysfunction in patients and those close to them and undermines quality of life and quality of care. 


2. Anxiety should be proactively managed with supportive care. 


3. Early detection and management are essential. 


Pearls


1. Assess openness to counseling as a personal management approach for the patient. 


2. Consider caffeine and alcohol use and sleep habits. 


3. Choose a benzodiazepine for short-term pharmacologic treatment needs; choose a selective serotonin reuptake inhibitor for chronic anxiety. 


4. Make a partnership with your patient and the family caregiver; draw them into the interdisciplinary team and foster their active participation in the care plan. 


5. Additional materials can be found in Module 3: Health Professional Resources Module 3: Patient Resources. 


Pitfalls


1. Overlooking the need for expectant management. 


2. Missing early diagnosis. 


Appendix: Anxiety Medication Table





Anxiety Medication Table


		Anxiety (anxiolytics)



		Generic
Name

		Trade
Name(s)

		Dosage Forms/
Time Cmax

		Elimination
t1/2

		Route of
Elimination

		Adult
Doses

		Pediatric
Doses

		Adverse
Effects

		Common
Interactions



		Alprazolam


Benzodiazepine 

		Various; Xanax( is an example:


tabs: 0.25, 0.5, 1, 
2 mg

		PO: 0.8-2 hours




		11.2 hours

		Liver metabolism: extensive


Renal excretion: 80%


Feces: 7%

		0.25-0.5 mg bid-tid (max 
4 mg/24 h)

		☺

		· drowsiness


· ataxia


· fatigue


· confusion


· weakness


· dizziness

		· CNS depressants


· disulfiram


· cimetidine


· levodopa


· anticonvulsants


· psychotherapeutic agents



		Clonazepam


Benzodiazepine


Long half-life

		Various; Klonopin( is an example:


tabs/wafers: 0.5, 1, 2, 0.125, 0.25 mg

		PO: 1-4 hr


PR: 10-30 minutes

		30-40 hr

		Liver metabolism: highly metabolized


Renal excretion: 0.5%-1%

		0.25-3 mg PO q 8-12 h (max 
20 mg/24h )

		☺☺

		· nausea


· rash

		· CNS depressants



		Diazepam


Benzodiazepine


Long half-life

		Various; Valium( is an example:


tabs: 2, 5, 10 mg


elixir: 1, 5 mg/ml


inj: 5 mg/ml 


PR gel: 5mg/unit


PR supp:compounded

		PO: 
0.89-1.32 hr


IV: 8 minutes


IM: 1 hr


PR gel:1.5 hr




		0.83-2.25 days


Active metabolites 40-194 hr

		Liver metabolism: extensive


Renal excretion: 75%

		2-10 mg PO, IM, IV q 6-8h


seizures: 5-10 mg IV q 5-10 min PRN

		0.1-0.8 mg/kg/24h PO ÷ q 6 h

		· drowsiness


· confusion

		· CNS depressants



		Lorazepam


Benzodiazepine


Intermediate half-life 

		Various; Ativan( is an example:


tabs: 0.5, 1, 2 mg


SL tabs: 0.5, 1, 2 mg


solution: 2 mg/ml


inj: 2, 4 mg/ml 

		PO: 2 hr


IM: 1=-3 hr


SL: 60 minutes

		12 hr


Metabolites: 12-18 hr

		Liver metabolism: 75%


Renal excretion: 88%


Feces: 7%

		sleep: 1-4 mg PO nightly PRN


anxiolytic: 0.5-1 mg PO q 6-8 h (max 6 mg/24h) 


sedation: 1-4 mg PO q 1-4 h PRN (may require 20-50 mg/24h or more)


seizures: 3-4 mg IV, SC, SL 
q 5-10 min PRN 

		☺☺

		· drowsiness


· confusion

		· CNS depressants



		Midazolam


Benzodiazepine


Short  half-life

		Versed(:


inj: 1, 2, 5 mg/ml

		IM: 45 minutes


PR: 20-50


minutes

		1.8-6.4 hr

		Liver metabolism: extensive


Renal excretion: 45%-57%

		1-5 mg SC, IV, IM q 3h PRN or 0.5-5.0 mg/h SC continuous infusion


seizures: 1-5 mg SC, IV, IM q 1 h PRN


(generally used as an IV or SC infusion due to short half-life)

		☺☺

		· drowsiness


· confusion

		· CNS depressants



		Oxazepam


Benzodiazepine


Moderate half-life

		Various; Serax( is an example:


tabs: 10, 15, 30 mg

		PO: 2-3 hr

		2.8-8.6 hr

		Liver metabolism: moderate


Renal excretion: 50% unchanged drug

		30-120 mg PO / 24 h (in divided doses)

		☺☺

		· drowsiness


· confusion

		· CNS depressants





Health Professional Resources





The American Academy of Hospice and Palliative Medicine


· EOL/Palliative Care Educational Resources 


· http://www.aahpm.org/resources/ 


American Association of Colleges of Nursing


· ELNEC Core Curriculum 


· http://www.aacn.nche.edu/elnec/curriculum.htm 


American Medical Directors Association


· Clinical Practice Guidelines 


· http://www.amda.com/tools/guidelines.cfm 


American Society of Clinical Oncology


· Quality Care & Guidelines/ Practice Guidelines 


· http://www.asco.org (also use Search engine: Palliative Care) 


The EPEC™ Project


· EPEC Curriculum 


· http://www.epec.net 


EPERC (End-of-Life/ Palliative Education Resource Center)


· http://www.eperc.mcw.edu/ 


Hospice and Palliative Nurses Association


· . Educational Services and Publications 


· http://www.hpna.org 


National Comprehensive Cancer Network


· NCCN Clinical Practice Guidelines in Oncology/ Guidelines for supportive care 


· http://www.nccn.org/professionals/default.asp 


Promoting Excellence in End-of-life Care


· Palliative Care Tools/Clinical Care Tools 


· http://www.promotingexcellence.org 


Patient Resources





American Cancer Society (ACS)


· Website: www.cancer.org

· Phone: 1-800-ACS-2345 (1-800-227-2345) 


· Printable Information Online 


· Eating Well, Staying Well During and After Cancer (book) 


Cancercare


· Website: www.cancercare.org

· Phone: 1-800-854-3402 


· Understanding and Managing Chemotherapy Side Effects 


· Mouth Pain and Discomfort: All You Need to Know About Oral Mucositis 


· Chemobrain: Cognitive Problems After Chemotherapy (fact sheet) 


· Tips for Managing Hair Loss (fact sheet) 


Hospice and Palliative Nurses Association Teaching Sheets


· http://www.hpna.org/PatientEducation.asp 


Information for patients living with cancer


· http://www.plwc.org/portal/site/PLWC 


National Cancer Institute (NCI)


· Website: www.cancer.gov

· Phone: 1-800-4-CANCER (1-800-422-6237)


· Chemotherapy and You: A Guide to Self-Help During Cancer Treatments 


· Radiation Therapy and You: A Guide to Self-Help During Cancer Treatments 


· Eating Hints for Cancer Patients 


· Taking Time: Support for People With Cancer 


· When Cancer Returns 


· Coping With Advanced Cancer 


· When Someone You Love Has Advanced Cancer 


· When Someone You Love Is Being Treated for Cancer 
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Self-Assessment





Module 3c: Anxiety

		1.

		Mrs. Yokohama is a 98-year-old with progressive Grade II glioma. She is mostly nonverbal and has 24-hour help at home. Her caregiver complains that the patient is agitated and calls out at night, but is somnolent during the day. The caregiver thinks Mrs. Yokohama is anxious and wants you to give her something to “calm her down.” The best choice would be:


Top of Form


[image: image1.wmf]

a). trazodone


[image: image2.wmf]

b). amitriptyline


[image: image3.wmf]

c). diazepam


[image: image4.wmf]

d). diphenhydramine


Bottom of Form


Bottom of Form





Self-Assessment Answer

Question 1.  The correct answer is: a)

This question is aimed at understanding the treatment of anxiety/agitation. There often seems to be day/night reversal. Of the medications listed, trazodone is best because it is a hypnotic with anxiolytic properties and it is well tolerated in the elderly and very ill. Amitriptyline, while sedating, will have undesirable anticholinergic side effects. Diazepam has a long half-life and is unlikely to be effective. Diphenhydramine, while initially sedating, will have undesirable anticholinergic side effects and is unlikely to have any sustained effect on anxiety and agitation. Neuroleptic medications might also be appropriate.
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