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Summary: Nogueira FL, Sakata RK – Palliative Sedation of Terminally ill Patients.

Background and objectives: Although there is extensive discussion on the subject in medical literature, most of the questions still unanswered 
due to the lack of clear definitions and guidelines, in addition to a large number of contradictions in literature. The aim of this review is to try to 
determine the best form of sedation for patients with cancer. 

Content: The following data on sedation were collected: definitions, classifications, major events and indication criteria, selection of drugs used, 
drugs most used, doses and routes, duration of sedation, nutritional support and hydration during sedation, and sedation at home.

Conclusions: Although in recent years palliative sedation is being considered a normal medical practice, there are still many gaps in our current 
understanding. There is no consensus about which are the standard drugs, maintenance or not of food, fluid intake, and hydration. Moreover, there 
is no ethical clarification on possible life-shortening effects and decision-making process.
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INTRODUCTION

The terminally ill patient is one whose disease is irreversible. 
Palliative treatment is indicated for patients with end stage ad-
vanced disease, and when there is no possibility of restoring 
the patient’s health and imminent death seems inevitable and 
predictable. However, there are doubts about the timing, med-
ication, dose, and route to be used for palliative sedation.

Sedative medications may be used to reduce patient’s 
awareness, provide comfort and relieve his unbearable anxi-
ety 1,2. Sedation of terminally ill patient has been debated for 
many years, both in the field of palliative care and elsewhere. 
Some authors describe terminally ill patient’s sedation as a 
form of slow euthanasia or mercy 3,4. According to these au-
thors, sedation is associated with significant ethical issues. 
Despite extensive discussion on the subject in medical liter-
ature, most questions still unanswered due to lack of clear 
definitions and guidelines, in addition to the large number of 
contradictions in literature 4,5.

According to the European Association of Palliative Care 
(EAPC), “palliative sedation” of terminally ill patients should be 
distinguished from euthanasia. In palliative sedation, the goal 

is to alleviate suffering using only sedatives titrated to control 
symptoms. In euthanasia, the intention is to take the life of the 
patient by administering a lethal drug 1,6. It means that pallia-
tive sedation, correctly indicated and in a proper dose is not 
a “shortcut” to achieve the same goal of euthanasia 3. There 
is no evidence that palliative sedation appropriately adminis-
tered shorten the life. For palliative sedation, it is very impor-
tant that consciousness be reduced only to a level sufficient to 
relieve symptoms, which is individual and can vary widely 3.

Definitions

Many terms are used in studies of sedation in patients under 
palliative care, and they are often confusing. Many terms are 
used interchangeably, complicating the research literature 4,7. 
The terms used to indicate the use of palliative sedation ther-
apy often cause doubt, sometimes it is for “unbearable symp-
toms” and others for “refractory symptoms”.

Some authors have criticized the use of “terminal sedation” 
as a synonym for “palliative sedation”, considering that the 
former can be misinterpreted as if sedation means “terminate” 
the life and not “relieve” the symptoms, as suggested by the 
latter 3,7.

Other authors have proposed specific definitions for pal-
liative sedation and the symptoms indicating its use. Pallia-
tive sedation, therefore, would be the use of sedative drugs 
to relieve the symptoms that are unbearable and refractory to 
other treatments, by reducing the level of consciousness. Un-
bearable symptoms should be determined based on patient 
outcomes, in conjunction with medical staff, caregivers, and 
family members. Symptoms would be defined as refractory 
when all other forms of treatment have failed, without compro-
mising the patient’s level of consciousness 4,7.
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Palliative sedation therapy is defined as the use of spe-
cific sedative drugs to relieve the unbearable suffering caused 
by refractory symptoms, by reducing the patient’s conscious-
ness, using careful titration of drugs 8. 

Palliative sedation is not euthanasia because it is an in-
tervention performed with the intent to provide relief of symp-
toms, and the patient’s death is not a success criterion 8.

Palliative sedation can be classified according to the de-
gree “mild or conscious” when consciousness is maintained, 
allowing communication of the patient, or “deep” when the 
patient is unconscious or semiconscious. According to the 
duration, it is classified as “intermittent” when the patient has 
some periods of consciousness, or “continuous” when the pa-
tient is unconscious until death 7. To indicate continuous deep 
sedation, the disease should be irreversible and advanced, 
with death expected within hours or days 8. Palliative sedation 
does not shorten survival time 9.

Survival after the onset of sedation

Some authors compared the survival time between sedated 
and non-sedated patients, finding no statistical difference in 
the outcomes 4,10,11. In a retrospective study, however, sur-
vival was significantly higher in patients who received seda-
tion during the last week of life than in those sedated only in 
the last 48 hours of life 11. Furthermore, another study found 
no correlation between the survival time of sedated patients 
and drugs used 4. In a palliative care unit, survival was higher 
in sedated than in non-sedated patients 12.

Indications

The main indications for sedation are pain, delirium, agitation, 
and dyspnea 3,12-16. Usually, patients present with at least two 
refractory symptoms, and the most important are pain, fa-
tigue, vomiting, depression, drowsiness, tiredness, seizures, 
bleeding, insomnia, suffering, distress, and malaise 9,15,17-19. 
Sedation is indicated in the progression of cancer with ca-
chexia and organ failure and when palliative treatments such 
as steroids for fatigue, opioids for dyspnea, antisecretory to 
bronchial secretion, antipsychotic for delirium, and opioids for 
pain have failed 17. 

There are some criteria to indicate the patient’s terminal 
sedation, which must be strictly followed in order to alleviate 
only the patient’s suffering (not family) and not anticipate his 
death 4,20.

A survey was conducted with neurologists of the American 
Academy to learn their opinion regarding sedation. Among the 
physicians who responded, 96% believe that the goal of seda-
tion is to relieve suffering, 85% do not consider it equivalent 
to euthanasia, and 92% considered it acceptable for patients 
with terminal cancer 21.

The indication must be defined, preferably by the multi-
disciplinary team, if the disease is irreversible and death is 
expected within one-two weeks 3. The decision to start treat-
ment with sedative drugs must comply with the wishes of the 

patient, family, or legal guardian and in consensus with medi-
cal team. Contraindications, goals, and expectations regard-
ing sedation should be discussed with the family, care team, 
and patient, if possible, and the possibility of suspension or 
intermittent sedation should be clarified. Everyone involved 
in patient care should be informed and aggregated. Family 
members should be encouraged to stay with the patient. Psy-
chological support should be offered to patients and families 
with indication of palliative sedation. The support during the 
grieving process should be continued after death. The care 
team continues to evaluate the risks and needs, considering 
the spiritual, emotional, cultural, and social aspects in compli-
ance with the conditions and requests of the family 20.

All stages of the care process should be clearly described 
in patient’s chart, and it is recommended that documented 
consent be obtained from the patient or legal guardian 20.

The events for which relief is sought must be unbearable to 
the patient, and should also be clearly defined and understood 
as part of the disease by health professionals. In one study, 
based on palliative prognostic index, the survival rate of 94% 
of patients would be less than three months 17.

Palliative sedation is only administered when refractory 
pain is evident and to patients with no prospects 9. The medi-
cal staff following the patient must have enough experience to 
know when the symptom is refractory 8.

Decision-making

Sedation should be considered and discussed between health 
professionals, patient and his family, faced with a situation of 
serious suffering caused by refractory symptoms. The pa-
tient’s condition should be thoroughly evaluated. The decision 
of administering or not sedation involves the level of sedation 
(superficial or deep), drug of choice, and dosage 3.

Regarding freedom and the right to autonomy, the authors 
recommend an informed consent form addressed to the re-
sponsible physician, signed by an adult, in accordance with 
legal requirements, in which he declares to be aware of the 
indications, risks, and care given, allowing the palliative treat-
ment with sedatives. Consent form must also contain a re-
quest specifying the measures that should not to applied such 
as cardiopulmonary resuscitation, dialysis, connection to a 
ventilator, and blood transfusion 20.

In some countries, such as the Netherlands, the law allows, 
in cases of disagreement between medical staff and family, 
that the physician has the final say in making that decision 3. 
In life-threatening situations, such as respiratory failure due to 
tumor growth or bleeding, the medical staff may decide to initi-
ate palliative sedation without family consultation 

3.
Specific criteria for palliative sedation are not fully defined 

in literature, but all of the following must be respected:

• Presence of a terminal illness with at least one refrac-
tory symptom;

• Running out of treatment options for the symptom, 
including depression, delusions, and anxiety treat-
ments;
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• Assessment of spiritual matters by a clinical specialist 
or clergy member;

• Debate on continuity of nutritional support and hydra-
tion;

• Obtaining informed consent;
• Written order for no resuscitation 22.

Selection of drugs

The beginning of palliative sedation is an emotionally charged 
occasion for the family, especially if it rapidly induces loss of 
consciousness and communication. Medical interventions are 
sometimes need at the beginning of sedation. In subsequent 
phases, the administration of drugs can be handed to a nurse 
or caregiver 3. Once sedation has been determined, the fol-
lowing principles should be followed 22:

• Choose the appropriate agent to start sedation, con-
sidering the symptoms presented by the patient;

• Monitor the level of sedation, using specific scales, 
such as Ramsay;

• Titrate sedative dose to obtain the desired level of se-
dation;

• Give additional bolus doses or associate other drugs to 
maintain the achieved level.

The choice of drug to be used for sedation in most cases 
depends on the professionals’ experience and institution. The 
most used drugs are benzodiazepines, especially midazolam, 
and barbiturates. Other drugs widely used are neuroleptics 

22. Benzodiazepines have been used alone or in combination 
with neuroleptics and opioids 13. 

In a review of sedation at home, 93% of patients received 
midazolam and 7% levomepromazine 14. In another review, 
the drugs were midazolam, morphine, haloperidol, promet-
hazine, and transdermal fentanyl 15. In a palliative care unit, 
70% of patients received benzodiazepines, but only 3.1% re-
ceived continuous deep sedation 23.

Benzodiazepines

Benzodiazepines are considered first-choice drugs in the 
absence of delirium. They should be administered subcuta-
neously or intravenously by intermittent bolus or continuous 
infusion 24.

Midazolam is the most used drug for palliative sedation 
and is considered a first-choice drug 8,18,25. We found no 
study comparing midazolam with other drugs. Due to its fa-
vorable pharmacodynamic characteristics, it is supposed to 
have advantages over other benzodiazepines. Midazolam is a 
greatanxiolytic, has anticonvulsant effect, promotes amnesia, 
and causes few adverse effects. Its pharmacokinetic charac-
teristics are also favorable. Its half-life is short (an important 

factor, especially in intermittent sedation), dosage is easily 
titrated, can be combined with other drugs used in palliative 
care, and yet can be administered parenterally. Moreover, its 
effect can be antagonized by flumazenil 4,24. In a palliative care 
unit, midazolam was used in 10% of patients for sedation 16. 

Benzodiazepines were administered orally or sublingually 
in 71.8% of patients 23. Lorazepam was administered mainly 
for anxiety and agitation, oxazepam to induce sleep, and mi-
dazolam for sedation 23. Agitation caused by delirium can be 
relieved with midazolam 12. Diazepam and clonazepam are 
prescribed for prevention or treatment of seizures 23.

The use of benzodiazepines for sedation, however, does 
not always imply adequate control of symptoms 26.

Opioids and tramadol

Patient’s symptoms must be taken into account when choos-
ing sedatives. If the patient is experiencing pain, which is the 
most common symptom in end-stage patients, the use of 
opioids is indicated for relief. Sometimes, opioids are used 
alone for sedation 13. When the patient is experiencing pain, 
this drug can be sufficient to relieve pain and promote pal-
liative sedation. The action of this class of drug is synergic 
with most hypnotics and neuroleptics. The most appropriate 
choice of opioid should be based, in principle, on pain inten-
sity. Among the available opioids, morphine stands out as the 
gold standard for treating moderate and severe pain, accord-
ing to literature 25. In a palliative care unit, patients received 
intravenous morphine more frequently 27.

Some opioids should not be used. Propoxyphene, a syn-
thetic derivative of methadone, has weak opioid action and 
long half-life. It is metabolized in the liver to yield norpropoxy-
phene, which can cause increased excitability of central ner-
vous system, causing tremors, myoclonus, and seizures. 
Meperidine is an opioid with erratic oral absorption, has a 
relatively short half-life and toxic metabolites. This drug is me-
tabolised in the liver to yield normeperidine, which has half 
the analgesic potency of the parent compound, but causes 
twice as much toxic effects on central nervous system. The 
neurotoxicity of normeperidine can occur rapidly, especially 
in patients with renal insufficiency. Other factors that may 
contribute to central nervous system excitability induced by 
meperidine are prolonged treatment, high doses, history of 
seizures, and concomitant administration of other potentially 
neurotoxic agents 28.

The use of tramadol, a week opioid agonist and serotonin 
and norepinephrine reuptake inhibitor, as a palliative drug is 
limited by its power (more than 600 mg.day-1 are not recom-
mended). However, it may be used for non-severe pain in 
combination with other drugs.

Transdermal fentanyl is not indicated for sedation, but there 
is report of its use in literature 25. When the patient is receiving 
analgesia with this drug, it should be replaced by intravenous 
morphine.
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Opioid administration in order to produce only sedation in 
a patient experiencing no pain is considered inappropriate 
because sedation may occur associated with undesirable 
effects, or even not be achieved despite the use of large 
doses 3,29. When the patient is experiencing pain, which is 
present in most patients with terminal cancer, morphine is the 
first drug to be administered and, sometimes, sufficient for 
analgesia and sedation. The administration of opioid did not 
change the duration of sedation 12.

Other

Sedation of delirious patients should be considered only af-
ter treatment with neuroleptics. In refractory cases, the as-
sociation of benzodiazepines and neuroleptics should be 
considered. The neuroleptics used are chlorpromazine 18, 
levomepromazine 24, and haloperidol 18,25,30. Other drugs used 
are promethazine 25 and scopolamine 18. For patients with in-
tense agitation, barbiturates or propofol may be used 24.

If adequate sedation is not achieved, other drugs may be 
associated in order to maximize the effect 22,24. Drug combina-
tion is very useful, but requires reduction of doses used due 
to the synergistic effect of most sedatives. Antidopaminergic 
and antihistamines, sedative drugs that also have antiemetic 
effect, are often used 26. There is report of a number of cases 
using ketamine in combination with opioids and benzodiaz-
epines for sedation in terminally ill patients 31,32 and a case 
report of its use as monotherapy for palliative sedation 33.

The symptoms are sometimes refractory to benzodiaz-
epines and antipsychotics, which requires alternative medica-
tion. Propofol, a sedative and hypnotic drug, can provide relief 
from agitation and refractory fatigue 34. In a systematic review, 
only four articles were found reporting the favorable effect of 
propofol for sedation in the last days of life, but all of them are 
only case reports 35. This drug was administered when other 
drugs have failed.

Dose and route of administration

Drugs may be administered by intravenous, subcutaneous, 
oral (until the patient loses consciousness), enteral, sublin-
gual, and rectal routs, depending on the route that has been 
used 22.

The initial dose of sedatives may be small, with the patient 
able to communicate regularly 8. Dose of medication should 
be increased gradually as needed 36.

Literature is limited and there is no consensus on the dose 
of sedatives, but some authors recommend the following 
drugs to induce and maintain sedation 14,17,22,27:

• Morphine: 20-80 mg.day-1.

• Midazolam: 0.5-0.7 mg.kg-1, followed by infusion of 
0.5-2 mg.h-1 IV or 10 mg followed by 1-6 mg.h-1 subcu-
taneously.

• Chlorpromazine: 10-25 mg.(2-8)h-1 by oral, sublingual, 
or rectal routs, or intravenous infusion.

• Haloperidol: 0.5-5 mg.(2-4).h-1 orally or subcutane-
ously, or infusion of 1-5 mg.day-1.

• Pentobarbital: 2-3 mg.kg-1 intravenously, followed by 
infusion of 1 mg.kg-1.

• Phenobarbital: 200 mg intravenous or subcutaneous 
bolus injection followed by 600-1,600 mg.day-1.

• Thiopental: 5-7 mg.kg-1 intravenous bolus injection fol-
lowed by infusion of 70-180 mg.h-1.

• Levomepromazine: 12,5-25 mg.d-1 subcutaneously.

Regarding dose escalation of sedative medications, there 

are no protocols or guidelines; however, dose should not be 

increased unless there is evidence of inadequate sedation 22. 

Higher doses of midazolam were necessary for sedation of 

young people who had used the drug previously and for log 

time 37. The initial dose of opioids depends on patients’ history 

of analgesics use 38.

The routes of administration were subcutaneous and intra-

venous infusions 17. The most common route of administration 

is intravenous, as it quickly provides adequate plasma levels 

that can be maintained.

Duration of Sedation

The duration of sedation is variable. In a review of sedation at 

home, the authors report that it ranges from one to more than 

one week 9,12-15,25,36.

The time for symptom management was 24 hours 15.

Sedation does not necessarily mean that the patient will be 

maintained sedated until death. In a palliative care unit, 23% 

of patients receiving palliative sedation were discharged 16.

Monitoring

Unfortunately, there are no specific scales to assist in the 

management of sedation depth in terminally ill patients. Thus, 

many clinicians have used scales, such as the Ramsay and 

Richmond, for assessing the level of sedation-agitation, al-

though they have not been validated for palliative sedation 22.

Palliative sedation is safe and effective for most patients 

with terminal cancer and refractory symptoms 37. However, 

complications (respiratory and circulatory) occur in small num-

bers of patients. Thus, it is necessary to compare studies of 

different types of sedation to determine the more effective and 

safer protocol 37.
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Nutritional support and hydration

During the course of the terminal disease, the need for nu-
trition and hydration is variable. While there are numerous 
studies in literature on nutrition and hydration in patients with 
cancer in palliative care, there are no specific guidelines for 
terminal-stage patient. There is evidence that artificial nutri-
tion will prolong the life of these patients, and due to the asso-
ciated risks, some authors do not suggest that artificial nutri-
tion be prescribed for these patients, which should be banned 
from the moment sedation is started 24,39,40. In clinical practice, 
enteral nutrition is often maintained.

The opinions on hydration in terminally ill patients are var-
ied. In a systematic review of the literature on the subject, the 
author concluded that hydration is not beneficial or harmful to 
these patients. Some authors argue against the use of fluid 
in terminally ill patient because water restriction can result in 
decreased pulmonary, salivary, or gastrointestinal secretions 
and, thus, reduce coughing, vomiting, and the need for inter-
ventions such as aspiration for relief. Less fluid administration 
results in decreased urine output and, therefore, less need 
for bladder catheterization. Theoretically, there is also a de-
crease in symptoms caused by ascites and edema around the 
tumor. Proponents of hydration in terminally ill patients say 
that in well-hydrated patient there is lower risk of sedation, 
seizures, constipation, pressure sores, dry mouth, and opioid 
toxicity, especially if kidney failure occurs. Some authors also 
believe that hydration decreases the incidence of delirium, al-
though two randomized studies found no influence of hydra-
tion on its occurrence. Some authors believe that in patients 
whose death is expected for more than a week, dehydration 
can hasten it 41.

The legal, ethical and cultural implications of fluid and nu-
tritional support in palliative care of patients should also be 
considered. Although fluid and nutritional support may be 
physiologically unnecessary in these circumstances, is main-
tenance may lead to cultural and psychological benefits. The 
heterogeneity of attitudes toward hydration in terminally ill pa-
tients reflects the lack of consensus in expert opinion. There 
is no evidence to support either view 24.

In a palliative care unit, only 3 out of 266 patients received 
artificial hydration after the beginning of sedation 9. In one 
study, 63% of patients received sedation after hydration, and 
the remainder did not receive it due to fluid retention or pa-
tient’s request 17.

Decision on whether or not to hydrate the patient should be 
taken separately from the sedation, and provide it if benefit is 
greater than damage 8.

Palliative sedation for patient care at home

Many patients prefer to be at home at the time of death and, 
therefore, palliative sedation for outpatients may be an impor-
tant area of research. However, few studies have been pub-
lished on the subject.

Despite being much propagated, the idea that sedation at 
home is better because patient is comforted among family 
members, the author of a review article found that it is per-
formed in 5-36% of patients 13.

Some authors consider that patients with refractory and 
unbearable symptoms, with short life expectancy, who reside 
less than 20 minutes from the hospital, and are already being 
assisted by a medical team for a long period, preferably during 
all stages of disease, are candidates for palliative sedation at 
home. They also considered as criteria to indicate sedation 
at home the absence of any other sources of suffering for the 
family, such as serious chronic disease, alcoholism, and drug 
abuse 42.

For palliative sedation at home, a protocol for induction and 
maintenance may be followed. Intravenous bolus of midazo-
lam 0.07 mg.kg-1 may be used to induce sedation. Mainte-
nance is initiated with midazolam 1 mg.h-1 administered sub-
cutaneously; in case of failure, it is increased to 2 mg.h-1. If it 
still fails, chlorpromazine 3 mg.h-1 and promethazine 3 mg.h-1 

are added; in case of failure, midazolam 2 mg.h-1, chlorprom-
azine 6 mg.h-1, and promethazine 6 mg.h-1 are administered. 
According to some authors, physician and nurse must follow 
the induction of sedation 3,43. 

Sedation level should be monitored twice daily during in-
duction and after stabilization by physician or nurse using 
Ramsay’s scale of sedation. Sedation failure is considered if 
score on Ramsay’s scale is less than 5 after 12 hours of treat-
ment 22,42. 

Opioids should be maintained and dose adjusted when pain 
is not controlled. The opioid of choice is morphine because 
dose titration is easier. Transdermal or oral opioids should be 
switched to morphine in equivalent doses 38,42.

The patient must be hydrated, but in a restrictive manner, 
usually up to 1,000 mL of saline per day. Urinary catheter 
should be placed to control diuresis and prevent urinary reten-
tion 41,42. During sedation, the medical and nursing staff must 
be on call for emergencies 42.

CONCLUSION

Although palliative sedation has been lately considered a nor-
mal medical practice, there are still many gaps in our current 
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understanding. There is no consensus about which are the 
standard drugs, maintenance or not of food, fluid intake, and 
hydration. Moreover, there is no ethical clarification on pos-
sible life-shortening effects and decision-making process. It 
is important to define explicit criteria and conditions for the 
use of sedation in terminally ill patient in order to contribute to 
good medical practice in this field.

For now, it is essential that there is debate on the subject, 
and that doctors and other health professionals are aware of 
the rules and starting points in order to provide the patient, 
facing the end of life, with appropriate treatment that may 
ease his pain and suffering.
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