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Objectives

• Learn general guidelines for managing 
non-pain symptoms

• Understand how the principles of 
intended/unintended consequences and 
double effect apply to symptom 
management

• Know the assessment, management of 
common physical symptoms
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General Management Guidelines... 

• History and Physical examination
• Conceptualize likely causes
• Discuss treatment options, assist with 

decision making
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...General Management Guidelines

• Provide ongoing patient, family education, 
support

• Involve members of the entire 
interdisciplinary team

• Reassess frequently
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Rationalize Management

• Multiple Symptoms
• Optimize non-invasive, non-

pharmacological approaches
• Avoid polypharmacy if possible

o Use 1 agent for 2 symptoms if possible
o Consider adverse effects and interactions
o Use renal and hepatic dosing as needed
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Intended vs. Unintended 
Consequences

Primary intent dictates ethical 
medical practice



Four Elements of The Principle of Double Effect

Good effects
Are intended

Symptoms must 
Be severe enough
To warrant taking
risks



Dyspnea

Jeanine Famiglietti, MD



https://www.youtube.com/watch?v=3Su4jxBm6OM&list=PL2Y-JuagLRct4cfXim0mTdY8NrLF1QTsW&index=2
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Breathlessness (dyspnea) . . . 

May be described as:
- Shortness of breath
- a smothering feeling
- inability to get enough air
- suffocation
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. . . Breathlessness (dyspnea) 

• The only reliable measure is patient self-
report

• Respiratory rate, pO2, blood gas 
determinations DO NOT correlate with the 
feeling of breathlessness

• Prevalence in the life-threateningly ill: 12 –
74%
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Measuring Breathlessness

• Patients should use a simple tool
• A numerical 11 point rating scale between 

0 to 10 is reliable and valid for measuring 
change in breathlessness in individual 
patients.

• In patients unable to report can use the 
validated respiratory distress observation 
scale

Ekstom MP, et al.  The Management of chronic breathlessness in patients with 
advanced and terminal illness.  BMJ 2015 . 349: 7617.
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Dyspnea Scale
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Three Categories

• Work of breathing caused by increased 
airway resistance or weakened muscles

• Chemical causes, including hypercapnia and 
hypoxia

• Neuromechanical dissociation, a mismatch 
between what the brain expects as 
respiration and the signals it receives  

Tucker et al. Managing non pain symptoms



17

Causes of Chronic Breathlessness in 
129 Patients in Primary Care

• Respiratory 53%
• Asthma, COPD, ILD, PAH, other
• Cardiac 21%
• Heart failure, Ischemia heart disease, 

Valvular heart disease, anemia, other
• Obesity 16%
• Deconditioning 4%

Ekstrom et. al. BMJ 2015;349:g7617
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Causes of Breathlessness

Anxiety
Airway Obstruction
Bronchospasm
Hypoxemia
Pleural Effusion
Pneumonia
Pulmonary Edema

Pulmonary Embolism
Thick Secretions
Anemia
Metabolic
Family/Financial/Legal
/Spiritual/Practical 
Issues



Kamal et al. Jounral of Palliaitive Medicine Vol. 15, Number 1, 2012



Management of Breathlessness

• Treat the Underlying Cause

• Symptomatic Management
• Non Pharmacologic Interventions
• Pharmacologic Interventions
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Specific Causes and Treatments
• Bronchospasm - nebulized albuterol and 

ipratropium and/or inhaled steroid, 
systemic steroid if lung tumor

• Rales - Reduce or stop IV fluids and 
artificial feedings, diuretics, antibiotics for 
pneumonia based on goals of care

• Effusions - Thoracentesis may be effective, 
pleurodesis or chest tube drainage

• Airway obstruction, aspiration - clean trach
appliances, modify diet, positioning, 
suction when appropriate

Tucker et al. Managing non pain symptoms
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Specific Causes and Treatments

• Thick Secretions - loosen secretions with 
Guaifenesin or nebs, treat thin secretions 
with atropine, scopolamine, or 
glycopyrrolate

• Hemoglobin low - transfusion depending on 
goals of care

• Anxiety - treat anxiety with relaxation 
techniques, benzo’s or antidepressents

• Interpersonal issues - Counseling
• Religious concerns - Spiritual Care

Tucker et al. Managing non pain symptoms
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More General Interventions

• Oxygen
• Pulmonary Rehabilitation
• Relaxation techniques and psychosocial 

support
• Modification of activity and walking aids
• Use of a fan to blow air over the face, 

humidified air, wipe face with damp cloth
• Changing positions and pursed lip 

breathing

Tucker et al. Managing non pain symptoms



24

Oxygen

• Pulse oximetry not helpful
• Potent symbol of medical care
• Expensive
• Fan may do just as well
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Oxygen

• Studies of  supplemental oxygen for relief 
of dyspnea have shown mixed results

• Supplemental oxygen is standard therapy 
for symptomatic management of patients 
who are hypoxemia on room air.

• Perceived benefit of oxygen therapy 
extends beyond its ability to reverse 
hypoxemia
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Mechanisms by Which Supplemental 
Oxygen May Reduce Dyspnea

• Reversal of hypoxemia
• Reduced serum lactic acid
• Reduced pulmonary artery pressure
• Reduced dynamic hyperinflation
• Reduced ventilatory muscle and diaphragm fatigue
• Relief of broncho constriction
• Stimulation to facial, nasal , or pharyngeal 

receptors
• Increased capacity for exercise training
• Placebo effect
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Oxygen use in non-Hypoxemic Patients

• The Oxygen Trial randomized 239 patients 
with refractory dyspnea and adequate PaO2 
to oxygen or room air administered via N/C

• There is no difference between oxygen and 
room air via nasal cannula for the treatment 
of refractory dyspnea in non-hypoxemic 
patients. 

• Best first intervention may be a handheld 
fan or rotating fan in the room, along with 
opioids

LeBlanc, Thomas and Abernethy, Amy. Building the Palliative Care Evidence Base: Lessons from a 
Randomized Controlled Trial of Oxygen vs. Room Air for Refractory Dyspnea. J Natl Compr Canc Netw. 
2014 July; 12(7): 989-992
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Non-Invasive Ventilation

In a recent study of 200 patients with 
advanced cancer and severe respiratory 
failure, NPPV was show to improve dyspnea 
much faster than passive oxygen therapy.

The dose of morphine needed to control 
dyspnea was significantly less.

Nava, S. et al. Palliative use of non-invasive ventilation in end-of-life patients 
with sold tumors: a randomized feasibility trial. Lancet Oncol 2013;14:219-27.
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Non-Invasive Ventilation

Improves breathlessness in hypercapneic 
respiratory failure in COPD

Should only be used if tolerated by the 
patient and provides symptom relief.  Goals 
of the intervention should be established in 
advance

Nava, S. et al. Palliative use of non-invasive ventilation in end-of-life patients 
with sold tumors: a randomized feasibility trial. Lancet Oncol 2013;14:219-27.
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Opioids

• First-line pharmacologic agents for 
managing nonspecific dyspnea in patients 
with advanced disease.

• Multiple expert groups recommend the use 
of systemic opioids for relief of dyspnea in 
patients with advanced disease.

• Morphine is most studied however no 
studies demonstrate one opioid as having 
clear benefits over the others.
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Mechanisms

• May decrease chemoreceptor response to 
hypercapnia.

• Increase peripheral vasodilatation with a 
decrease in cardiac preload.

• Decrease anxiety and the subjective feeling 
of dyspnea.

• May alter perception of dyspnea at different 
levels of the afferent pathways

• For COPD, inhibits respiratory center’s 
sensitivity to hypercapnia

Tucker, Rodney O., et al. Managing Nonpain Symptoms
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Mechanisms
• Exogenous opioids work by mimicking the 

body’s endogenous opioids
• Recent evidence has shed light on the role 

of endogenous opioids as a natural 
mechanism in relieving dyspnea

• A trial conducted in 17 COPD patients 
undergoing exercise testing showed a 3 
fold increase in B-endorphins after 10 
minutes.  Symptoms were higher in the 
group given naloxone, suggesting role of 
endogenous opioids in decreasing dyspnea.
Gelot, Shyam et. al. Review of Opioid Use in Palliative Care Patients with Refractory Dyspnea. 
Austin J Pharmacy Ther. 2013;1(1): 1002
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Which Opioid dose is needed?
• 83 patients (45 with COPD) were initiated on 

10 mg of sustained release morphine daily.  
The dose was increased by 10 mg daily each 
week a maximum of 30 mg per day.  

• 64% of patients reported a reduction in 
breathlessness.  70% responded to the 10 mg 
dose, and 90% responded to 20 mg morphine 
or less. 

• There were no incidences of respiratory 
depression, but constipation did increase.

Currow DC, et al.  J Pain symptom Manage 2011;42-388-99.
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Recommendations From Expert Groups

• The American Thoracic Society, ACCP, and the 
Canadian Thoracic Society recommend the use of 
oral and parenteral opioids in the treatment of 
dyspnea.  

• Based on establish trials for demonstrating efficacy, 
dose initiation, and lack of major adverse effects.

• Nebulized opioids not recommended due to lack of 
evidence.  However, a trial of nebulized treatment 
can be considered for patients who have adverse 
effects on small doses of opioids

Currow, DC et al. J Pain Symptom Management 2011;42:388-99
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Guidelines for Starting Doses
for Acute Dyspnea
• Mild to moderate dyspnea in opioid naive patients: 

hydrocodone 2.5 to 5 mg every 4 hours, morphine 
2.5 to 5 mg po every 4 hours

• Severe dyspnea in opioid naive patients: Morphine 5 
mg every 4 hours, oxycodone 5 mg every 4 hours, 
hydromorphone 1 to 2 mg every 3 or 4 hours

• If dosage not sufficient, may be titrated upward by 
25% to 50% every12 to 24 hours

• For opioid tolerant patients use the opioid the 
patient is already taking and titrate to efficacy

Tucker Rodney O. et al. Managing non pain symptoms
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Chronic Dyspnea

• Most commonly patients with severe COPD, may 
fare worse with episodic as needed doses

• May need scheduled doses of opioids
• Regular sustained release opioid initiated in a 

dose equivalent to 10 mg oral morphine daily
• Titrated upward, preferable once weekly, 

balancing both beneficial and adverse effects
• All patients should receive prophylaxis and 

treatment against constipation
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Opioid Safety
• Usual barrier to use for treatment of 

dyspnea is fear of respiratory depression 
and accelerated death

• Incidence is low if opioid dosing is 
managed appropriately

• With proper titration opioids can be used to 
relieve dyspnea by decreasing respiratory 
rate while avoiding iatrogenic hypercarbia 
or hypoxia

Kamal et al. Journal of Palliative Medicine Vol 15, 1 2012
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Opioid Safety
• Benzodiazepines and higher dose opioids 

were associated with increased adjusted 
mortality

• Lower dose opioids were not associated 
with increased risk of admission or death in 
patients with COPD

• Sustained release morphine should be 
considered first line, initiated at low dose 
and titrated over days or weeks

Ekstrom et al. BMJ 2014;348:g445
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Benzodiazpines
• Patients often experience vicious cycle in 

which dyspnea induces anxiety and anxiety 
amplifies dyspnea

• A Cochrane Database review revealed no 
evidence for a beneficial effect of 
benzodiazepines for relief of 
breathlessness for advanced cancer and 
COPD.  There was a slight trend towards 
effect but size small.

• Benzos caused more drowsiness compared 
to placebo

Cochrane Database Syst Rev 2010 Jan 20 (1)
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More About Benzodiazpines

• Consider second or third line when opioids 
or non-pharmacological measures have 
failed to control breathlessness.  

• Should be reserved for refractory dyspnea 
compounded by anxiety symptoms

• Benzodiazepines and opioids can be safely 
combined in low doses

• Adequate follow up of patients clinical 
condition and symptoms necessary
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More About Benzodiazpines

• In a recent chart review, most patients 
with dyspnea received opioids, but only the 
combination of opioids and 
benzodiazepines was independently 
associated with improvement in dyspnea.

• Supports the combined use of 
benzodiazepines and opioids for patients 
with dyspnea when opioids alone are not 
sufficient

Gomutbutra et. al, Journal of pain and symptom management, May 2013 Vol 45, 5
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More About Benzodiazpines

• Clonazepam .25 mg po every 12 hours can 
be useful in chronic dyspnea

• Alprazolam may be too short acting
• Lorazepam provides more rapid onset than 

clonazepam but lasts 4 to 6 hours.  
(Available in oral concentrate that can be 
given sublingually when oral intake is 
difficult.)
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Other Medications

• Antidepressants - current evidence is 
inconsistent

• Inhaled saline - a randomized trial of 40 
people showed no consistent relief

• Inhaled furosemide - results for efficacy 
conflicting, needs to be confirmed in large 
clinical trials

• Steroids - for svc syndrome or diffuse 
parenchymal metastasis
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Congestion and Terminal Secretions

• Education - support family at bedside, 
drowning and suffocation are not accurate 
descriptions of what is going on

• Avoid term “Death rattle”, instead use 
congestion

• Prepare the family for what to expect
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Cochrane Review

• In an updated Cochrane Review in 2008, It 
was concluded that there was no evidence 
to show that any intervention , be it 
pharmacological or non-pharmacological 
was superior to placebo in the treatment of 
noisy breathing.

• Clinicians need to reassure family members 
and staff about the unlikelihood that the 
patient is experiencing discomfort
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Non-Pharmacological Treatment

• Repositioning - move from supine to lateral 
recumbent with head slightly raised

• Suctioning - most secretions are below the 
larynx and are inaccessible, routine use 
needs to be discouraged

• Provide good mouth care, avoid over 
hydration
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Anti-Cholinergics

• Most use because of their side effect profile 
to dry up secretions and congestion

• Atropine ophthalmic solution, 1 to 4 drops 
q 4 h or prn sublingual

• Scopolamine transdermal patch, 1 to 3 
patches, q 72 hours (slow onset 8 to 12 
hours)

• Glycopyrrolate .2 to .4 mg (po, iv, sc) q 3 
hours as needed. Does not cross BBB

Tucker et al. Managing Nonpain Symptoms



Conclusion

• Dyspnea is a subjective sensation that may be 
influenced by physical, psychological, social, 
and spiritual factors

• Optimal treatment of the underlying illness 
using a team based approach is best

• Consider using non pharmacological modalities 
first

• Ongoing communication with family and 
caregivers is key

• Consider low dose opioids 



How Can We Help Martha?



Thank You

“Cure Sometimes, Treat Often, Comfort 
Always”

Hippocrates 



Management of 
Anorexia/Cachexia

Heather Sung, MD
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Approach

1.Assess, manage co-morbid conditions
2.Educate, support 
3.Nutritional support
4.Treatment options
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The Experience of Cancer Cachexia: A Qualitative Study of Advanced Cancer Patients and their Family Members. Int J Nurs Stud (2008)
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Assess/Manage Co-morbid Conditions

• Dysphagia
• Odynophagia
• Medication side effects
• Bowel edema
• Thrush
• Constipation
• Anxiety/depression
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Educate and Support
“starvation” vs. cachexia

Cultural sensitivity and societal beliefs.  The 
word “companionship” signifies the sharing of 
bread (pan), and points out the importance of 
food in human relations.1

supporting family members relieves stress and 
burden upon patient

1 Genes and Nutrition. 2013 July;8(4):357-363
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Nutritional Support
• The average caloric deficit in weight-losing 

patients with cancer cachexia is approximately 
250-400 kcals/day. 1

• Cachectic patients should be supplemented with 
1000-1500 calories/day (20-25 kcal/kg per day 
for bedridden and 25-30kcal/kg per day for 
ambulatory patients) in form of balanced essential 
amino-acid mixture, given between meals. 2

• Treatment for improved nutritional health should 
be individualized and should allow for patient 
flexibility in type, quantity, and timing of meals.1

1 J Gastroenterol. 2013 May; 48(5): 574-594
2 Morley JE. Calories and Cachexia. Curr Opin Clin Nutr Metab Care. 2009;12:607-610
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Nutrition Resources
1. www.cancernutritionconsortium.org
2. www.oncologynutrition.org
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Treatment Options
Choices based on symptom clusters.   
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Mary K. Buss, MD. “A Comprehensive Palliative Approach to the Assessment and Management of Anorexia”.  2016 
AAHPM & HPNA Annual Assembly



64

Mary K. Buss, MD. “A Comprehensive Palliative Approach to the Assessment and Management of Anorexia”.  
2016 AAHPM & HPNA Annual Assembly
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Think about:

Testosterone 
Deficiency

What types of cancer therapy increase the risk of 
problems with the male reproductive system?1

Chemotherapy - the class of drugs called "alkylators" can 
cause infertility when given in high doses. Very high doses 
may occasionally cause testosterone deficiency. Examples 
of these drugs are:

Radiation therapy to any of the following areas may 
cause testosterone deficiency:
TBI (total body irradiation) 
testicles or pelvis (usually 20 Gy or higher)
brain (usually 40 Gy or higher) 

Alkylating agents: 
Busulfan
Carmustine (BCNU)
Chlorambucil
Cyclophosphamide (Cytoxan“)
Ifosfamide
Lomustine (CCNU)
Mechlorethamine (nitrogen 
mustard) Melphalan
Procarbazine
Thiotepa

Heavy metals:
Carboplatin
Cisplatin

Non-classical alkylators:
Dacarbazine (DTIC)
Temozolomide

1 Fred Hutchinson Cancer Research Center Survivorship Program
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Summary – Management of Anorexia and Cachexia

1. Assess and manage co-morbid conditions.
2. Educate, support with sensitivity to 

cultural/societal issues re: food.
3. Liberate diet, small more frequent 

meals/snacks may work better.  
4. Base medication choice on symptom 

clusters.



Management of Intractable 
Nausea and Vomiting

Heather Sung, MD
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Incidence of Nausea/Vomiting in Palliative Care

• Nausea and Vomiting is reported in 16-68% of 
patients with life-limiting disease.1

• Occurs most commonly in patients with AIDS (43% 
of patients), followed by ESRD (30%), CHF (17%), 
and cancer (at least 6%).1  

• N/V is more common as death approaches, and is a 
predictor of a shortened survival.  

• It has been reported as frequently under treated.
• N/V tends to cluster with other symptoms such as 

fatigue, anorexia, dyspnea, pain, depression.  
Treatments directed at symptom clusters rather 
than individual symptoms may provide greater 
therapeutic benefit.  Clinical Interventions In Aging 2011:6
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Causes of Nausea and Vomiting
• Due to disease itself
• Due to treatment of the disease
• Due to other co-morbid condition
• 11 “M’s”

1.Metabolic
2.Medications
3.Metastases
4.Meningeal irritation
5.Movement
6.Mental Anxiety
7.Mucosal irritation
8.Mechanical obstruction
9.Motility
10.Microbes
11.Myocardium
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Mechanism - The Emetic Pathway

Clinical Interventions in Aging 2011:6
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Approach to Treatment
Drug selection is based on combination of two 
approaches:
1.Mechanistic 
1.Empirical

Mechanistic approach is based on clinical science 
and understanding of which drugs block the 
receptors where the cause of nausea and vomiting 
is acting on, but it is limited as the etiology is 
often unidentifiable or multifactorial.  Additionally 
other factors such as increasing age, altered 
metabolism and side effects must be accounted 
for in drug selection.  Empirical approach utilizes 
clinician preference based upon these factors.  
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Assessment of Nausea and Vomiting

History
Quality: nausea, vomiting, retching, regurgitation
Duration
Persistent or intermittent
Intensity
Associated pain, altered bowel habit
Aggravating factors: smells, worse after eating, movement
Temporal factors: worse in morning
Relieving factors eg. vomiting
Drug history; opioids, NSAIDs, antibiotics
Anticancer treatment

Physical exam
Abdomen: organomegaly, masses, bowel sounds, distension
Other:  metabolic abnormalities (liver failure, renal failure, hypercalcemia, neurologic signs)

adapted from P. Glare, J. Miller, et al. Treating Nausea and Vomiting in Palliative Care: a review. Clin. Interv. in Aging 2011:6 243-259
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Management of Nausea/Vomiting
• Dopamine antagonists
• Antihistamines
• Anticholinergics
• Serotonin antagonists
• Prokinetic agents
• Antacids
• Cytoprotective agents
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Receptor Site Affinities of Commonly Used Antiemetics

Low 
Affinity = X

Moderate Affinity 
= XX

High 
Affinity = XXX
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Pro’s and Con’s of Commonly Used Antiemetics

*  =  
EPS, 
NMS, 
QTc 
prolong., 
sedation

* =  high 
caution/B
lack box 
warning 
in elderly Dose reduce for 

CrCl < 40
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Other Treatments for Nausea/Vomiting

1. Steroids - metastatic disease (cerebral, 
meningeal, intraabdominal/peritoneal), 
chemotherapy.

2. Benzodiazepine (Lorazepam) - anticipatory 
nausea, vestibular, anxiety.

3. Tetrahydrocannabinol (Cannabinoid) - anorexia, 
anxiety

4. Surgical - venting g-tube, stent
5. Complementary - ginger, acupressure point
6. Octreotide - malignant bowel obstruction with 

high output vomiting
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Summary – Treatment of Nausea and Vomiting

• Treatment involves both a mechanistic and 
empirical approach.  

• Detailed history and exam can provide 
information on etiology, but many 
treatments can affect multiple receptors in 
the emetic pathway.  

• Choice of medications must take into 
account age, metabolism, mode of delivery, 
and side effects (both favorable and 
adverse).  
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Case Study
Nausea/Vomiting

• Jim is a 60yo previously healthy individual.  He 
was diagnosed with stage 4 colon cancer 2 
months ago and had been initiated on 
chemotherapy.  Despite his diagnosis, he has 
been able to continue his favorite past-time 
(golf), and he looks forward to his daughter’s 
wedding in 3 months.  He presents with 
abdominal pain, intractable nausea and vomiting 
and is found on CT imaging to have progression 
of disease with mesenteric lymphadenopathy 
and intrabdominal fluid concerning for 
peritoneal carcinomatosis.  He has a increase in 
size of RLQ mass with small bowel obstruction.



What would be the best consideration for 
treatment?

A. Diverting ileostomy and 
TPN for nutritional 
support 

B. Initiate Hospice and 
Morphine drip

C. IV Reglan 10mg Q6hrs
D. Octreotide IV and 

Decadron IV
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Case Study
Nausea/Vomiting

• Patient is seen as an outpatient two weeks 
later, and has come off of TPN due to 
impact on quality of life – he does not like 
being attached “to tubes”.  He continues to 
suffer from anorexia and intermittent 
nausea and vomiting.  KUB is negative for 
obstruction.  He hopes to resume 
chemotherapy but currently is not a 
candidate due to his recent surgery, his 
decreased functional status and poor 
nutritional status.  He suffers from 
increasing anxiety poor sleep.  



What are your options for treatment?

A. Zyprexa and Ativan
B. Marinol
C. Zofran and Reglan
D. All of the above
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Case Study
Nausea/Vomiting

• Patient is admitted 3 weeks later with 
increase N/V/and increased output from 
his ileostomy.  Again, KUB is negative for 
obstruction.  He has significant electrolyte 
derangement and acute renal failure due to 
dehydration.  His EKG reveals prolongation 
of QTc interval of 510ms.  He is restarted 
on TPN.



In addition to correcting electrolytes what 
would be your choice of treatment?

A. Phenergan/Compazine
B. Reglan
C. Decadron and Ativan
D. Zofran
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Case Study
Intractable Nausea/Vomiting

• 4 days into hospitalization patient complains 
of increased epigastric pain with large 
volume emesis.  CT Scan reveals progression 
of disease now with distention of stomach 
with transitional point at proximal ileum 
which is encased by mass.  Extensive 
conversation had with patient and family and 
decision is made to focus on end of life care, 
symptom management only.  Jim’s greatest 
hope is to see his daughter married in 2 
weeks.  He also complains of mouth and 
throat discomfort from dryness.



Which of the following is the best option for 
treatment?

A. Venting g-tube
B. Octreotide SQ/IV
C. IV Haldol and Decadron
D. All of above
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Thank You


