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Abstract

For older persons with delirium at the end of life, treatment involves complex tradeoffs and highly
value-sensitive decisions. The principles of beneficence, nonmaleficence, respect for autonomy,
and justice establish important parameters but lack the structure necessary to guide clinicians in
the optimal management of these patients. We propose a set of ethical rules to guide therapeutics
—the canons of therapy—as a toolset to help clinicians deliberate about the competing concerns
involved in the management of older patients with delirium at the end of life. These canons are
standards of judgment that reflect how many experienced clinicians already intuitively practice,
but which are helpful to articulate and apply as basic building blocks for a relatively neglected

but emerging ethics of therapy. The canons of therapy most pertinent to the care of patients with
delirium at the end of life are: 1) restoration, which counsels that the goal of all treatment is to
restore the patient, as much as possible, to homeostatic equilibrium; 2) means-end proportionality,
which holds that every treatment should be well-fitted to the intended goal or end; 3) discretion,
which counsels that an awareness of the limits of medical knowledge and practice should guide
all treatment decisions; and 4) parsimony, which maintains that only as much therapeutic force as
is necessary should be used to achieve the therapeutic goal. Carefully weighed and applied, these
canons of therapy may provide the ethical structure needed to help clinicians optimally navigate
complex cases.
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When older adults develop delirium at the end of life, overall management considerations
are complex for both medical and ethical reasons. In the setting of advanced illness,
delirium is often a preterminal event that results from potentially reversible causes, including
infections, electrolyte disturbances, organ failure, and medication side effects.1~3 For
individual patients, it may be unclear what their goals are and how aggressively they
would want to pursue a diagnostic workup.1:2 Delirium interferes with the assessment
and treatment of symptoms and causes significant distress; patients often recall their
delirium, prolonging their distress.1# Clinicians therefore generally seek to prevent or
reverse delirium. But if delirium in a patient with terminal illness is determined to result
from disease progression—rather than reversible causes—the goals of care may shift to a
focus on comfort.1

A significant barrier to determining the appropriate use of psychotropic medications for
patients at the end of life is the lack of robust evidence to inform treatment decisions,> as
well as uncertainty about the optimal approach for an individual patient. Whereas the 2023
AGS Beers Criteria recommend avoiding antipsychotics for behavioral problems of delirium
in older adults, these criteria “do not apply to care in hospice and at the end of life, in which
setting decision-making...may require other considerations.”” For patients with advanced
illness, the use of antipsychotics to treat the symptoms of delirium—including agitation and
restlessness—has been a mainstay for over two decades.8

Recent literature has considered the effects of antipsychotics on the syndrome of delirium
itself: a pair of systematic reviews do not support their use for hospitalized older adults,10
and a Cochrane review found no high-quality evidence for or against pharmacologic
treatments for delirium in terminally ill adults.1! Although the use of antipsychotics to
treat delirium itself remains controversial,%7:12 their use to treat the symptoms of delirium
and promote comfort at the end of life is less controversial and deserves further study.6:13

Figure 1 provides a schematic of competing concerns in the management of older patients
with delirium at the end of life. Whereas ensuring immediate safety and assessing for
reversible causes are important considerations in all cases, other concerns may receive
different emphasis depending on the patient’s proximity to death, the patient’s goals of
care, and the potential reversibility of the delirium. Clinicians need to balance the goals of
avoiding drug side effects and prioritizing longer-term outcomes against the patient’s need
for symptom relief and short-term outcomes.

Given the inherent complexity and uncertainty in navigating competing concerns for patients
with delirium at the end of life, ethical approaches are needed to help clinicians in this
process. The principles of beneficence, nonmaleficence, respect for autonomy, and justice
provide important general parameters but lack the structure necessary to guide clinicians

in the management of complex cases.1# Beauchamp and Childress emphasize the need to
tailor the principles to particular cases through specifying and balancing—narrowing the
scope of the principles and weighing them against each other.1> Yet these ethicists offer little
guidance about how to do this, except to assert that persons of moral character have a greater
aptitude for specifying and balancing principles.
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As a practical complement to a principles-based approach, we propose a set of more specific
rules that govern therapeutics—the canons of therapy—as a toolset to help clinicians
deliberate more effectively about the management of older patients with delirium at the

end of life.16 Previously described by Sulmasy and Jansen for their applicability in the end-
of-life context, these canons are fundamental standards of judgment to guide best therapeutic
practice; they serve as basic building blocks for a relatively neglected but emerging ethics of
therapy.16:17

The canons have overlapping roles and collectively apply in every therapeutic case,
regardless of the patient population or setting. Depending on the context, one or more
canons may have particular salience. Many experienced clinicians already apply canons

of therapy intuitively without recognizing them as such; nonetheless, it is helpful to
articulate and apply the canons in complex and uncertain cases to determine more
effectively the “right and good” healing act for this patient.18:19 We propose that the
canons are especially helpful in clinical scenarios involving complex tradeoffs and highly
value-sensitive decisions. Although in this article we will focus on cases involving delirium
in older adults at the end of life, the canons may prove equally valuable in navigating
other cases, such as those involving older patients with cognitive impairment?® or multiple
morbidities.2

Ultimately, the canons of therapy are medical specifications of an important virtue that is

at once intellectual and ethical—the virtue of phronesis or practical wisdom.19 As ethical
heuristics aligned with practical wisdom, the canons are more helpful in guiding complex
therapeutic judgments than the four principles. The novelty of this paper is framing the
approach to delirium in terms of ethics and not merely evidence-based practice, and showing
how the canons of therapy apply in this particular clinical context.

The canons of therapy most pertinent to the management of older patients with delirium at
the end of life—which we consider in turn, each with a case illustration intended to highlight
a single canon—are restoration, means-end proportionality, discretion, and parsimony (See
Table 1 for descriptions and clinical examples).16

Restoration

Mrs. R is a 68-year-old woman with colorectal cancer metastatic to the lung. She
is admitted to the hospital with failure to thrive and altered mental status. She is
also noted to be very anxious. On the medical ward she develops acute respiratory
distress and is transferred to the intensive care unit (ICU). An imaging study
shows disease progression, and in the setting of declining functional status, it is
determined that she is not a candidate for additional cancer-directed therapies.

Overnight, Mrs. R reports feeling suffocated and trapped in her room. She states
that she has not spent enough time with her family and wants to leave the ICU.
She is given small doses of benzodiazepine without relief, and her mental status
worsens. The ICU team requests a psychiatry consultation for evaluation of her
anxiety and organizes a meeting with her family to discuss goals of care.
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The canon of restoration counsels that the goal of all treatment is to restore the patient, as
much as possible, to homeostatic equilibrium.16-18 Although cure or complete restoration
may not be an option for patients such as Mrs. R, it is still possible to work toward

partial restoration—whether that involves management of illness, alleviation of suffering,

or promotion of psychosocial or spiritual well-being.16-18 Further, the canon of restoration
requires that clinicians aim for restoration as the overall goal, not simply a short-term one. In
some cases, for instance, conservative management does not restore a patient immediately,
although it may achieve the best eventual result.

For this patient, the search for at least partial restoration led to a combination of
interventions from the ICU and psychiatry teams that they would not have otherwise
pursued. They might merely have sedated her without attempting to improve her symptoms,
even if transiently. The ICU team considered whether another disease process besides
metastatic cancer was contributing to Mrs. R’s respiratory distress. They agreed that, despite
her limited prognosis, it may be possible to restore her breathing enough to leave the ICU.
Further medical workup yielded a diagnosis of pulmonary embolism. With the initiation of
anti-coagulation, her breathing and anxiety improved. She also received several doses of
haloperidol for symptomatic treatment of her delirium.

After transfer to the medical ward, Mrs. R enjoyed frequent visits from family members
and requested a Catholic chaplain. Although her delirium improved, within a few days it
became clear that the main cause was disease progression rather than reversible causes.
Opportunities for restoration had narrowed. In a family meeting, she changed her status to
comfort measures only and consented to a Do-Not-Resuscitate order.

Means-end proportionality

Mr. M is a 62-year-old man with liver cirrhosis secondary to untreated hepatitis
C. He and his family recently immigrated to the United States from Vietnam. He
is admitted to the hospital with hepatic encephalopathy after presenting to clinic,
where he was noted to be quieter than usual, muttering to himself, and slowly
reaching for unseen objects.

On evaluation by the medical team, Mr. M is minimally interactive but verbalizes
images of his dead relatives opening the gates of heaven to him. The psychiatry
team is consulted and recommends low-dose haloperidol for hallucinations. His
wife at the bedside adamantly declines medications for the “pleasant images” he is
experiencing. She adds, “This is the first time he has smiled in weeks—please do
not take it away from him!”

The canon of means-end proportionality advises that the treatment should be well-fitted
to the intended goal or end.18 In medical ethics, proportionality is typically understood
to involve a weighing of the expected benefits and burdens of a treatment, or the end-
end proportionality; however, as this case illustrates, consideration of the means-end
proportionality may be decisive.1” Attention to means-end proportionality led the team
to apply standard treatments for Mr. M’s hepatic encephalopathy, including lactulose—
the best means for achieving the goal of abating his delirium. These treatments aimed
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at improving his delirium without abruptly stopping his “pleasant” hallucinations.?2 By
contrast, a consideration of end-end proportionality alone might have led the team to use
haloperidol, since this drug is generally effective and well-tolerated for the treatment of
hallucinations. Yet that would not be the best means, and the end would likely have been
sedation rather than alertness with improved delirium.

In this case, Mr. M’s wife prompted the team’s application of means-end proportionality by
raising concerns about the goals of the proposed treatment: if the team gives haloperidol,
will this work towards a desired end? The patient’s hallucinations did not seem to cause him
suffering or distress, and they may have been meaningful to him on existential and religious
levels. This is notable because hallucinations in the setting of delirium are often distressing
to patients, who may later recall them.#23

It is necessary to clarify a few related clinical points. This patient exhibited common
features of the hypoactive subtype of delirium, including psychomotor retardation, lethargy,
and reduced awareness of surroundings.® Hallucinations were previously thought rare for
patients with hypoactive delirium, but a recent study identified them in 51% of cases.?*
Since patients with hypoactive delirium sometimes present with subtle signs of altered
mental status and reduced psychomotor activity, they may go either undiagnosed or
misdiagnosed with fatigue or depression.25 Finally, it is helpful to note that hypoactive
delirium can develop into hyperactive delirium at any time, and hallucinations can turn from
pleasant to distressing ones—in which case low-dose haloperidol could be considered.*

Mr. D is a 77-year-old man with Parkinson’s disease-related dementia. He lives
at home with his wife. Over the past three months, he has had three hospital
admissions for delirium—each time with a pattern of failure to thrive and
dehydration that improved markedly with intravenous hydration, followed by
eventual discharge to home. He is admitted to the hospital again for the same
reason.

Weary of this pattern, Mr. D’s wife requests intravenous hydration at home to
prevent him from becoming confused. Although Mr. D had told her previously that
he did not want aggressive measures, she cannot bear to see him like this. As she
points out, he seems to do well with hydration: “He always perks up and smiles
when the fluids are running.” The medical team is inclined to deny her request, but
places an ethics consult to consider provision of atypical resources for this patient.

The canon of discretion involves an awareness of the limits of medicine—those of the

craft itself, its evidence base, and clinicians’ own expertise—to guide treatment decisions.16
Given these limits, the use of discretion generally entails navigating clinical uncertainty.26
For Mr. D, his wife’s request touches on a few areas of uncertainty: whether intravenous
fluids at home would prevent future episodes of delirium, whether Mr. D would have wanted
it, and whether it is feasible.
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Regarding the question of intravenous fluids, a pair of systematic reviews found insufficient
evidence to conclude on the impact of clinically assisted hydration for patients in the
end-of-life context.2”28 The studies included in these reviews involved either intravenous
or subcutaneous administration of fluids; no study involved the enteral route. Currently,

one large randomized controlled trial is underway to determine whether intravenous or
subcutaneous fluids in the last week of life prevents delirium.2?

Mindful of the limited scientific evidence, as well as Mr. D’s pattern of delirium in the
setting of failure to thrive and improvement with intravenous hydration, it seems reasonable
to consider provision of clinically assisted hydration at home with the goal of preventing
delirium. In contrast, failure to consider this management option for Mr. D would violate

the canon of discretion, since insistence on evidence when the data are lacking would have
overestimated the power of medicine when a humble recognition of the limits of medical
knowledge would permit a trial-and-error approach. As for Mr. D’s preferences and the
feasibility of clinically assisted hydration at home, these questions warrant further discussion
involving the team and Mr. D’s wife.

Following a family meeting, Mr. D’s wife agreed to discuss this matter further with Mr.

D once his delirium improved. She also received education regarding the challenges of
detecting and treating delirium in persons with dementia, in anticipation that he may have
future episodes at home.3031 Several days later, Mr. D could engage in conversation and
agreed to the placement of a percutaneous endoscopic gastrostomy tube to facilitate feeding
and hydration at home.32 He tolerated the procedure well and had no further hospitalizations
for delirium following discharge.

Parsimony

Ms. P is a 74-year-old woman with breast cancer metastatic to bone and liver.

As part of her enrollment in home hospice, she needs an initial evaluation and
medication review at her home. She reports a pain level of 7/10 related to her bone
metastases and moderate nausea. When asked about her treatment goals, she states
that she wants “to take the edge off” her symptoms, but also prefers to remain alert
and interactive for visits from her two sisters and her friends from church.

A medication review reveals that she has been prescribed, for many years,
diazepam for anxiety and naproxen for chronic back pain. Her recent medical
history and labs are notable for moderate renal insufficiency and slightly elevated
liver enzymes.

The canon of parsimony counsels that one use only as much therapeutic force as is necessary
to achieve the therapeutic goal.16:18 pParsimony is justified primarily by concern for the
patient’s well-being: overtreatment can be harmful.16:33 For patients receiving palliative

or hospice care, several classes of commonly used medications may contribute to delirium
—including opiates, corticosteroids, benzodiazepines, and antipsychotics.334 Moreover, as
the list of medications grows, the risk for drug-drug interactions and adverse drug events
increases.3®
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A parsimonious approach to prescribing for Ms. P would involve using the fewest drugs
in the smallest doses needed to treat her symptoms, mindful of the potential for various
therapeutic harms. Ms. P’s stated preference to maintain alertness rather than pursue
aggressive symptom management calls for even greater attentiveness to the canon of
parsimony.

Notably, the role that such an approach might have in preventing delirium for Ms. P remains
unknown—delirium prevention in patients with cancer has not yet been demonstrated.>36
Two controlled trials have attempted this by means of a multicomponent intervention: one
did not reduce delirium incidence,3” and the other did not advance beyond Phase Il due

to low adherence.38 Nonetheless, for older hospitalized adults, early identification of risk
factors for delirium has been shown to reduce the incidence of delirium.3?

Given her renal insufficiency, Ms. P was started on low-dose hydromorphone rather than
morphine, her naproxen was discontinued, her diazepam was replaced with lorazepam, and
she was started on low-dose haloperidol rather than olanzapine for nausea. She tolerated
these medication changes well and had no complaints on follow-up evaluation.

Applying the Canons Together—The Case of Mr. C

In light of the canons of therapy discussed above—restoration, means-end proportionality,
discretion, and parsimony—it is now possible to apply them together in a structured ethical
approach for a patient with delirium in the setting of advanced illness.

Mr. C is a 65-year-old man with metastatic prostate cancer. He has been on home
hospice care but is now admitted to the hospital with altered mental status. The
medical team overseeing his care is uncertain whether his delirium is primarily due
to disease progression or a reversible cause. His low dose of oxycodone for pain
was recently increased due to worsening pain from bone metastases. He also takes
hydrochlorothiazide for hypertension and diphenhydramine for difficulty sleeping.

An initial diagnostic workup reveals hypercalcemia and new bone lesions. He is
given intravenous fluids, low-dose morphine for pain, and low-dose haloperidol
for agitation—to prevent severe agitation and keep him from causing harm to
himself and others. Several hours later, his mental status worsens, including bouts
of severe agitation. His family believes his worsened status is medication-related,
and they insist on stopping all intravenous drugs. The medical team requests an
ethics consult and organizes an interdisciplinary meeting with his family to discuss
the plan of care.

Mr. C’s family has expressed concerns about therapeutic harm as his mental status worsens.
Given the limited evidence to argue for or against the use of antipsychotics to treat delirium,
the canon of discretion would suggest acknowledging this uncertainty to the family and
clarifying why the use of certain medications might still be important. Simply continuing
haloperidol without such a discussion not only opposes discretion but also risks violating the
family’s trust.

JAm Geriatr Soc. Author manuscript; available in PMC 2024 July 06.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Thomas et al.

Page 8

Means-end proportionality offers clarity regarding the initial approach to treatment.

It remains unclear whether Mr. C’s delirium is due primarily to disease progression

or reversible causes, and therefore unclear what means of treatment would be most
appropriate.! Nonetheless, antipsychotics may be the best short-term measure to keep him
safe during bouts of severe agitation.® Without knowing how aggressively Mr. C would
want to pursue a diagnostic workup, the team could continue to treat his pain—which,

if left untreated, may worsen delirium—and could consider additional ways of addressing
contributors to his delirium. The overall goal is to work towards resolving his delirium by
means of targeted nonpharmacologic and pharmacologic approaches, unless it becomes clear
that his delirium is irreversible.} Inattentiveness to the possible reversible causes of delirium
may limit the chances of attaining this goal.

Restoration for Mr. C can be viewed with respect to short-term and overall goals. Whereas
the management of his severe anxiety and pain is restorative in the short-term, the resolution
of his delirium by addressing its potential causes is restorative in a broader and more
enduring sense. For instance, if a combination of intravenous hydration and bisphosphonate
are effective in managing his hypercalcemia—which may be an important contributor to his
delirium—then further steps could be taken to keep his calcium level within a reasonable
range and potentially prevent delirium recurrence. Failure to treat his hypercalcemia and
other possible reversible causes of his delirium would violate the canon of restoration and
potentially foreclose prematurely efforts to reverse his delirium.

A parsimonious approach to prescribing in this case requires a difficult balance because of
the need both to address his symptoms and to manage his delirium. More straightforwardly,
two of Mr. C’s home medications are possible contributors to his delirium and should

be discontinued: hydrochlorothiazide, for its dehydrating effects and tendency to raise
calcium levels; and diphenhydramine, for its anticholinergic properties. According to the
canon of parsimony, less is often more.33 Regarding Mr. C’s pain and anxiety, he may be
tolerating the morphine and haloperidol, but it is worth considering a trial of alternatives
like hydromorphone and risperidone.4% Most importantly, the canon of parsimony requires a
careful review of his medications to ensure a thoughtful and balanced approach.

Given the uncertainties involved in navigating Mr. C’s case, perhaps discretion is the most
important canon that brings the others together. Not only is the scientific evidence unclear
regarding the optimal management of delirium for patients at the end of life, but it remains
unclear whether the delirium Mr. C is experiencing is preterminal or chiefly due to disease
progression. Discretion is needed to thoughtfully consider the circumstances and treatment
options, mindful of the limits of medicine and the requests of the family on behalf of Mr.
C. Over the course of a few days, it may become clearer whether his delirium is reversible,
and whether the goals should shift to focus on comfort. The canon of discretion counsels
that when diligent efforts to reverse delirium have failed, one should recognize the limits of
medicine and adjust one’s goals.

Taken together, these canons of therapy may help guide clinicians to navigate medically and
ethically complex cases with the virtue of phronesis or practical wisdom. For patients with
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delirium at the end of life, applying an ethical lens can help optimize their care in the face of
uncertainty.
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Key points:

. Overall management considerations for older patients with delirium at the end
of life are complex for both medical and ethical reasons.

. We propose a set of ethical rules to guide therapeutics—the canons of therapy
—as a toolset to help clinicians deliberate about the management of complex
cases.

. These canons of therapy, which include restoration, means-end

proportionality, discretion, and parsimony, reflect how many experienced
clinicians intuitively practice but nonetheless may prove valuable as basic
building blocks to guide ethical treatment decisions at the end of life.

Why does this paper matter?

The canons of therapy, carefully weighed and applied, may provide the ethical structure
needed to help clinicians navigate the inherit complexity and uncertainty surrounding the
management of older patients with delirium at the end of life.
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Delirium at the End of Life—Balancing
Competing Concerns
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Figure 1.
Competing concerns in the management of older patients with delirium at the end of life

prompt the need for ethical approaches to aid clinicians as they navigate treatment decisions.
Ensuring immediate safety and assessing for reversible causes are important considerations
in all cases. Clinicians need to balance other concerns depending on the the patient’s

goals of care and the potential reversibility of the delirium: avoiding drug side effects and
prioritizing longer-term outcomes often compete against symptom relief and short-term
outcomes.
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Table 1.

The canons of therapy as a set of specific rules to guide clinicians’ approaches to treatment, and their
application in example cases involving delirium.

Canon

Description

Clinical example

Restoration

The goal of all treatment is to restore the
patient, as much as possible, to homeostatic
equilibrium; restoration can be complete, as

with cure, or partial, as with relief of symptoms.

In the case of Mrs. R, a 68-year-old woman with colorectal cancer
metastatic to the lung, treatment of her pulmonary embolism and her
symptoms related to delirium aimed at partial restoration so that she
could enjoy visits from family members and a chaplain.

Means-end
proportionality

Every treatment should be well-fitted to the
intended goal or end; in contrast, end-end
proportionality involves weighing the expected
benefits and burdens of a treatment.

For Mr. M, a 62-year-old man with liver cirrhosis, treatment of

his hepatic encephalopathy without use of antipsychotics aimed at
improving his mental status without abruptly stopping his “pleasant”
hallucinations that may have had existential or religious meaning.

should be used to achieve the therapeutic goal;
this is justified primarily by concern for the
patient’s well-being—*"“do no harm.”

Discretion An awareness of the limits of medicine—those In the case of Mr. D, a 77-year-old man with Parkinson’s disease-
of the craft itself, its evidence base, and related dementia, available evidence did not support the use of
clinicians’ own expertise—should guide all clinically assisted hydration to prevent delirium; however, given his
treatment decisions. pattern of failure to thrive leading to delirium, Mr. D opted for feeding
tube placement and its use at home.
Parsimony Only as much therapeutic force as is necessary For Ms. P, a 74-year-old woman with breast cancer metastatic to

bone and liver, she wanted “to take the edge off” her symptoms

but to remain alert and interactive; she was prescribed modest doses
of medications for pain and anxiety, with due consideration of her
reduced kidney and liver function.
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