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Recommended flags in TC: 1687, 1690,1693-1695
	TREATMENT CONSIDERATIONS/ THERAPEUTIC TIPS
· Common end-of-life symptoms include: noisy and moist breathing (56%), urinary dysfunction (53%), pain (51%), restlessness + agitation (42%), dyspnea (22%), nausea + vomiting (14%), sweating (14%), jerking/twitching (12%).

· Limit emotional and physical suffering; support enjoyment of remaining life without prolonging death.

· Avoid invasive testing if possible. Quality of life and lowering patient's claimed distress are the focus. 
· Cause of sxs is irrelevant when death is near, investigate only if would change symptomatic treatment.

· Dying patient's values, culture, goals and fears should be considered re treatment risks, benefits. 
· Individualize choice + dose of medication, preset recipes are not adequate.  


	PREFERRED DRUG CLASS/ DRUG (where appropriate) with INTERACTIONS, DOSING SUGGESTIONS etc.

Dyspnea
Note: As discomfort in breathing is subjective, the patient's perception of distress and benefit is what is most important. 

Oxygen may be useful regardless of hypoxic status. Flow rate, continuity and method of admin (ie. mask) should be patient's choice.
Respiratory Sedatives
Opioids: 
morphine and hydromorphone (caution respiratory depression; will not hasten death if titrated to control dyspnea; acutely may require frequent parenteral dosing i.e. morphine 5-10mg sc or iv Q30 minutes until settled, chronic Q4h dosing with Q1h breakthrough indicated; tolerance develops )
fentanyl (25-50mcg sublingually in home setting, quick onset but short duration of action 40-60minutes).

(SE: N, v, c, sedation, drowsiness, confusion, respiratory depression, urinary retention, dry mouth, myoclonus). 

Nonopioids: 
Benzodiazepines: clonazepam, diazepam, lorazepam, midazolam (widely used; lacking evidence of efficacy but less adverse effects and longer duration of action than opioids; useful when anxiety component).

Midazolam (SE: Sedation, hypotension, transient apnea). Lorazepam (SE: Sedation (up to 80%), dizziness). Clonazepam (SE: Sedation, dizziness). 

Phenothiazines: promethazine, chlorpromazine (does not cause respiratory depression). 

Corticosteroids: dexamethasone (when dyspnea from obstructive lesions, lymphangitic carcinomatosis or COPD).
(SE: Mood changes, increased appetite, GI irritation, ulceration, fluid retention, weight gain, may mask signs of infection).
Pain
Differentiate nociceptive (somatic, visceral) from neuropathic (dysesthetic, neuralgic) pain. Intensity 1-to-10 scale.

For mild pain, use nonopioid analgesic (acetaminophen, NSAIDs, ASA) with or without codeine.

Acute palliative care, opioids are mainstay (morphine, hydromorphone) for pain control but caution opioid toxicity. Q4h dosing is best, with Q1h breakthrough prn. Acute parenteral dosing as per dyspnea. No maximum doses exist as response varies widely. 

Adjuvant analgesics may be useful in particular pain syndromes: See Table 2, pg 1690.

corticosteroids (dexamethasone): severe bone pain, hepatic capsular pain, closed space pain, shock-like/lancinating pains

NSAIDs (naproxen with misoprostol or omeprazole): bone pain, pleuritic pain

TCA (amitriptyline or imipramine): burning/dysesthetic pain

gabapentin: shock-like/lancinating pain.

Terminal Delirium and Agitation
With progressive multi-organ failure, increasing confusion, drowsiness, restlessness and moaning are common.
Antipsychotics: haloperidol, methotrimeprazine, chlorpromazine
Haloperidol is mainstay. If ineffective at >20mg/day consider more sedating agents (methotrimeprazine, midazolam) used in palliative sedation.
(SE: Sedation, extrapyramidal effects), chlorpromazine (extra SE: hypotension with im/iv administration). 


	Respiratory Secretions
“Death rattle” respiratory secretions are usually of no consequence to the patient but can be distressing to caregivers. 
Consider semi-prone patient position, swabbing mouth, and reassuring/educating caregivers.
Anticholinergics aka Antimuscarinics: scopolamine, glycopyrrolate
Will not dry out built-up secretions (use at very onset of excessive secretions).
Scopolamine is the usual choice but is sedating. To avoid sedation glycopyrrolate may be given.

(SE: dizziness, blurred vision, dry mouth, nasal congestion, constipation, urinary retention). 
Nausea + Vomiting

Antiemetics: dimenhydrinate, metoclopramide, prochlorperazine
dimenhydrinate (SE: sedation, anticholinergic effects, confusion. The elderly may be particularly susceptible).

metoclopramide (SE: diarrhea, abdominal cramps + distention, h/a, hyperprolactinemia, drowsiness, fatigue, extrapyramidal 

                                   effects). 
prochlorperazine (SE: sedation, anticholinergic effects, extrapyramidal effects, hypotension, hypersensitivity; 
                                    pancytopenia (rare). 



	RED FLAGS/ COMMON INTERACTIONS ASSOCIATED WITH THIS DISEASE/ DRUGS FOR THIS DISEASE
· Increases in carbon dioxide partial pressure (pCO2) and hypoventilation possible with opioids depending on prior use, route of admin and rate of dose increase. Caution respiratory depression.

· CNS adverse effects of corticosteroids limit their utility in dyspnea management.
· Opioid toxicity can result if altered opioid metabolism (ie renal failure, dehydration). Avoid meperidine (as its neurotoxic metabolite may lead to seizures).

· Management of opioid adverse effects: See Table 3, pg 1690 nausea (dimenhydrinate/metoclopramide), constipation (daily laxatives), somnolence, and less commonly pruritis (antihistamine), dry mouth, myoclonus, delirium, visual hallucinations (may require change of opioid). 
· Antiemetics may have additive sedation with other sedating medications. 
· Never give opioids as sedatives.

· Palliative sedation usually involves cessation of nutrition and hydration.
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