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The pharmacological deprescription in elderly patients
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The demographic of individuals aged 65 and
above represents one of the fastest-growing popula-
tions globally. As of 2020, there were 727 million in-
dividuals (9.3%) aged 65 years or older worldwide.'
Projections indicate that the number of older adults
will double to reach 1.5 billion (16%) by 2050.! At
that point, 1 in 6 people globally will be over 65, and
in Europe and North America, 1 in 4 individuals may
fall into this age bracket.?

Italy, having one of the largest populations of older
adults globally, had approximately 13.9 million indi-
viduals (23%) aged 65 and above in 2019. This figure
is anticipated to rise to around 16.4 million (27.9%) by
2030.% In 2012, the public expenditure on pharmaceu-
ticals in primary care exceeded 11 billion Euros (ap-
proximately 15.2 billion USD), with individuals aged
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65 or older constituting over 60% of these costs.* This
age group also accounts for 46% of inpatient admis-
sions and 55% of associated costs.® Around half of
Italy’s older adult population had at least one severe
chronic disease or had more than three chronic diseases
in 2015.° Among those aged 80 years and above, an es-
timated 64% had more than three chronic diseases.®

Multi-morbid older adults, dealing with multiple
health conditions, tend to possess a higher amount of
prescribed medications. Polypharmacy, defined as the
regular use of at least five medications, is notably
prevalent among older adults.” This phenomenon
arises from the necessity to address multiple morbidi-
ties associated with aging, including chronic condi-
tions. Contributing factors to polypharmacy may
extend to potential self-medication with nonprescrip-
tion medications and a lack of coordination among
various healthcare providers.?

While polypharmacy may be deemed necessary
for managing multiple chronic conditions in the eld-
erly, it concurrently introduces significant risks and
challenges. The heightened incidence of adverse drug
reactions and interactions associated with polyphar-
macy becomes particularly problematic in the elderly,
given age-related alterations in drug metabolism and
sensitivity. Moreover, the adoption of polypharmacy
often results in intricate medication regimens, present-
ing a formidable challenge for elderly individuals to
navigate effectively. This complexity raises the likeli-
hood of medication errors and non-adherence.

Adding to the complexity, older adults are inher-
ently predisposed to an increased risk of falls, cogni-
tive impairment, frailty, and exhibit pharmacokinetic
changes that amplify the potential for drug toxicity.’
The repercussions of these complications are far-
reaching, encompassing poor outcomes such as in-
creased risk of morbidity, escalated healthcare
spending due to increased hospitalizations, diminished
quality of life, exacerbated mobility issues, and in-
creased mortality rates.”!

Regular, individualized care is a crucial compo-
nent of managing polypharmacy to mitigate its inher-
ent risks. This involves assessing the ongoing need for
each medication, monitoring for side effects, adjusting
the regimen as necessary, as well as discontinuing
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those that may be causing harm or providing limited
benefit. In this commentary, we will review the prin-
ciples of the deprescribing process and define when
deprescribing is deemed appropriate. We will also
elaborate on the barriers that are currently impeding
deprescribing and propose solutions for increasing the
adoption of such processes.

The deprescribing process

Deprescribing is the process of identifying and dis-
continuing drugs for which the potential harms out-
weigh the existing benefits and is done under the
supervision of a healthcare professional.'"!? This en-
tails a careful medication review by examining med-
ication-related issues: unnecessary drug therapy,
ineffective drug therapy, adverse drug reactions, and
noncompliance. '

Deprescribing is a part of the prescribing process
and should be considered at every patient encounter.
A patient assessment should be done in which all
drugs the patient is currently taking (including pre-
scription, over-the-counter medications, supplements,
herbals, and vitamins) and the reasons for taking each
one are ascertained.!! Additionally, the “prescribing
cascade”, often seen with older adults, occurs when
an adverse drug event is misinterpreted as a new med-
ical condition, leading to the addition of another, po-
tentially avoidable, medication."* This could be
avoided through consideration of patient-specific fac-
tors to determine the best course of therapy from all
available options and examination of possible under-
lying causes of conditions.

A conceptual framework made by Bain ef al. pro-
poses that after the assessment, the prescriber will either
initiate a new medication, change the current regimen,
continue therapy, and/or discontinue a medication.'s
The four proposed steps of deprescribing include: 1) rec-
ognizing an indication for discontinuing a medication;
il) identifying and prioritizing the medication(s) to be
targeted for discontinuation; iii) discontinuing the med-
ication along with proper planning, communicating,
and coordinating with the patient and in concert with
the care of other clinicians; iv) monitoring the patient
closely for improvement or harmful effects.

Some indications for discontinuing a medication
are increased risk of drug-induced harm including
high-risk drugs in older adults, drug-drug interactions
(DDIs) after a new medication or supplement is
started, a new medication being initiated to substitute
an old one, or that no clinically meaningful benefit
was observed from the medication.!® Thus, drugs for
discontinuation should be prioritized by the highest
benefit-harm ratio and lowest likelihood of adverse
withdrawal reactions.! If multiple medications are
considered, it is recommended that they be discontin-
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ued one by one so a withdrawal event can be easily
traced to a single medication.'

When is deprescribing appropriate?

Several deprescribing algorithms offer valuable
guidance for streamlining the process of reducing med-
ication burden.!!¢ Notably, the Canadian Medication
Appropriateness and Deprescribing Network provides
detailed guidelines for the deprescribing of specific
medication classes, emphasizing a strong and patient-
centric approach.'” In the case of antihyperglycemic
agents, there is a significant emphasis on either reduc-
ing dosages or discontinuing medications most likely
to induce hypoglycemia, such as sulfonylureas and in-
sulin, or switching to agents with a lower risk of hypo-
glycemia and other side effects. For proton pump
inhibitors (PPIs), the network advocates for a dose re-
duction or for a complete cessation and shift to an on-
demand use of PPIs, with careful monitoring of the
patient at 4 and 12-week intervals. Similarly, there is a
strong recommendation made for gradual tapering and
cessation of antipsychotics, proposing a 25-50% dose
reduction every 1-2 weeks, in close collaboration with
the patient and/or their caregiver. For Alzheimer’s treat-
ments like cholinesterase inhibitors and memantine, the
network recommends a structured deprescribing trial,
involving step-by-step dose reduction and careful mon-
itoring of cognitive and neuropsychiatric symptoms.
Additionally, the network recommends a careful taper-
ing of benzodiazepine receptor agonists (BZRAs) for
adults, especially those over 65 and those using BZRAs
for insomnia. These recommendations underscore the
importance of tailoring deprescribing strategies to indi-
vidual patient needs, ensuring both safety and effective-
ness in medication management.® Additionally, the
Primary Health Tasmania also provides specific guides
for various medication classes, such as statins, con-
tributing to a more nuanced approach. '

The application of deprescribing warrants consid-
eration in elderly patients exhibiting specific conditions,
such as the onset of new symptoms, terminal illness,
extreme frailty, dependence on others for care and use
of high-risk drugs or combinations. For individuals with
a limited life expectancy, drugs that are aimed at reduc-
ing the risk of acute events or those with a delayed onset
of effects may not provide substantial benefits and may
be considered for discontinuation.!

*  Authorized by their respective authors, the Italian translation
of the guidelines for deprescribing of proton pump inhibitors, anti-
hyperglycemics, antipsychotics, benzodiazepines, and statins can be
found at the following webpage of the Local Health Authority of
Parma, Italy: https://www.ausl.pr.it/azienda/deprescrizione/depre-

scrizione.aspx
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Thus, deprescribing results in many advantages.
This includes enhanced patient adherence, improved
quality of life and functional capacity, reduced health-
care system costs, better provider-patient relationship,
and avoidance of contribution to issues like antibiotic
resistance and the opioid epidemic.'>'® Additional ben-
efits include decreased risk of adverse drug events,
drug-drug and drug-disease interactions, and multiple
geriatric syndromes.’

Barriers to deprescribing

While reducing or stopping the use of medications
can clearly minimize harm and improve outcomes,
hesitancies persist regarding the practice of depre-
scribing. A major challenge is the prevalent lack of
care coordination, which leaves gaps in information
and patient care goals.!! Patients with polypharmacy
often have multiple morbidities that require clinical
management by multiple specialists. However, the
fragmented care they receive across different special-
ists and settings can lead to a range of harmful effects
as a result of duplication of therapy, medical errors, or
DDIs. Another challenge with lack of integrated care
involves the intricate process of trying to get a pre-
scriber to discontinue a drug that was prescribed by
another physician.

The hesitation among physicians to embark on de-
prescribing for older patients is heightened by the risk
of legal repercussions, should adverse effects arise or
the patient’s condition deteriorates after halting a
guideline-recommended medication. However, Bar-
nett and Kelly assert that prescribers are just as vul-
nerable to claims of clinical negligence in
deprescribing situations as in prescribing situations. '
In a legal context, the act of deprescribing is consid-
ered parallel to prescribing because the failure to de-
prescribe can also lead to harm and/or a breach of duty
of care.'” Therefore, practitioners who do not consider
deprescribing and omit advising patients on potential
benefits and risks could expose themselves up to
claims of clinical negligence.?

A critical way to avoid negligence cases is to en-
sure that informed consent is acquired. Informed con-
sent entails obtaining explicit agreement from patients
before initiating deprescribing efforts. This necessi-
tates comprehensive discussions with patients about
the inherent risks associated with both deprescribing
and maintaining current medication regimens. In
essence, prescribers must navigate the complexities of
deprescribing with the same level of diligence and
consideration as they do when initiating medications,
ensuring that patients are well-informed and actively
involved in the decision-making process related to
their treatment plans.

Providers should also be aware of which special-
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ists the patient is seeing and ask patients for their up-
dated medication list at each encounter. Some physi-
cians have upgraded electronic health record systems
to improve interoperability and facilitate care coordi-
nation. Additionally, during a transition of care of re-
ferral, providers should come to an agreement on each
of their responsibilities for the patient by communi-
cating with one another, establishing clear goals of
care, and exchanging updated and comprehensive
medical records with each other.

Additional challenges providers may face include
balancing complex care needs with time constraints,
which is a multifactorial hurdle in itself. Patients often
perceive physicians’ lack of follow-up or limited ap-
pointment times as the physician not caring, but the
reality is that they simply lack time. Studies show that
on average, physicians may be spending more time
typing data in electronic health record systems than
with patients.?!?> Some proposed strategies to mitigate
this include the implementation of team-based care
which would not only reduce clinician burnout but
also help with the provision of coordinated services to
patients.?* Another proposal is the potential use of ar-
tificial intelligence to improve workflow models, au-
tomate exchange of information across previously
siloed electronic health record systems, using popula-
tion analysis to help deliver services more efficiently,
appropriately reduce cognitive burden for physicians,
and reduce administrative burden so physicians can
have more time to spend with patients.?**

Part of physicians’ hesitancy about deprescribing
also stems from uncertainty about benefits and harms
for patients.! One safety concern is adverse drug with-
drawal events (ADWEs). ADWEs may be prevented
by slowly tapering medications over the course of
days to weeks, especially if they were used long-
term."” However, the overall chance of serious harm
from ADWESs is rare, especially with tapering.'?
ADWEs may also be prevented by considering the
pharmacokinetics, pharmacodynamics, dose, and du-
ration of use when discontinuing a medication.! It is
helpful for providers to be aware of which medications
are at the highest risk for ADWEs. For example, the
most common cardiovascular medications associated
with withdrawal reactions are beta-blockers, and the
most common central nervous system medications as-
sociated with physiological withdrawal reactions are
benzodiazepines.'”

Physicians may also have safety concerns that in-
volve the risks associated with the return of medical
conditions if a medication is discontinued. However,
this can be mitigated by closely monitoring surrogate
markers that were followed during treatment when
possible and understanding the effects of the medica-
tion class and patient-specific factors.!? For example,
depending on the bisphosphonate taken, a drug holi-
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day may be considered after treatment for 3-5 years.'?
Another safety concern is the risk of reversal of DDIs
when removing a medication. For example, smoking
cessation can cause the reversal of DDIs due to
changes in CYP450 enzyme levels. Medication half-
lives and duration of action can also affect pharmaco-
kinetic and pharmacodynamic drug interactions.
Consulting with other health professionals such as
pharmacists when considering a change in the med-
ication list can be helpful to know if there will be any
clinically significant interactions.!?

Increasing deprescribing

In the domain of care for older adults, the opti-
mization of medication regimens is a critical under-
taking, particularly when it comes to deprescribing.
Enhancing the process of deprescribing is not only a
clinical imperative but also a nuanced task that neces-
sitates active collaboration between healthcare
providers, patients, and caregivers. As the aging pop-
ulation continues to grow, so does the importance of
refining deprescribing practices to align with the
unique needs and circumstances of older adults. This
calls for a dual approach: involving patients in the de-
cision-making process and augmenting physician
awareness and proficiency in deprescribing. In this
context, fostering a comprehensive understanding of
deprescribing principles among patients and care-
givers, and concurrently bolstering the knowledge
base of physicians, emerges as a crucial avenue for ad-
vancing the quality of care provided to the elderly.

As a part of including the patient in the care
process, all older patients and caregivers should be
well informed on deprescribing, including low health
literacy populations. Providers may consider distrib-
uting patient educational materials to inform them on
the benefits and risks in an easy-to-digest manner.?
For example, the Deprescribing Network provides in-
fographics and handouts for patients on what depre-
scribing is and on the risks of certain types of
medications.?’

Discontinuing a drug can be unsettling, particu-
larly for those who have been on the same medication
for many years.!> Resources like the guidance from
Farrell and Mangin offer specific examples on how to
discuss deprescribing with patients.?® Their approach
includes communicating about the availability of
choices, discussing the benefits and risks, and explor-
ing options and decision-making processes.?® This
kind of sensitive and compassionate communication
is especially important in end-of-life care contexts.
There are many tools that can help guide communica-
tion such as the SPIKES 6-step protocol,” the ABCDE
plan,*® and the PREPARED model from Australian
clinical practice guidelines.’! In some cases, when
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medications are discontinued, a patient may feel aban-
doned, that their diagnosis is terminal or that death is
near, even if that is not the case.!’ If a patient is expe-
riencing clinical improvement or no longer deriving
benefit from the drug, language should also be clear
as to why the medication is being discontinued. For
example, a physician practicing effective communica-
tion may say to the patient depending on the context,
“this medication can be discontinued because your
condition is improving” or “as we get older, medica-
tions that worked well may no longer have the same
benefit; in particular, I’'m thinking that this medication
may no longer be needed. If we discontinue it, the
risks are (y) but the benefits are (z). Is this something
you would consider discontinuing?”’!528

Recognizing the hesitancy among physicians to en-
gage in the deprescribing process for their patients, it
becomes imperative to highlight the significance of
comprehensive physician training in this area. Effective
implementation of deprescribing in both new encoun-
ters and routine follow-ups requires a well-informed
plan. Education is a key facilitator, encompassing tools
like the Beers Criteria, the screening tool for older peo-
ple’s prescriptions (STOPP), the screening tool to alert
to right treatment (START) criteria, and the Medication
Appropriateness Index.” To better align with physicians’
perspectives and the evolving landscape of available
medications, an Italy-specific tool, recognized in liter-
ature as the Maio Criteria and developed by the Local
Health Authority of Parma and Thomas Jefferson Uni-
versity, is accessible online.’>* Regularly assessing pa-
tients for adverse events and medication adherence,
coupled with proactive follow-ups through various
communication channels, enhances the deprescribing
process. Collaborating with pharmacists, trained in
comprehensive medication reviews (CMRs), further
streamlines the identification and prevention of inap-
propriate therapy. CMRs are a type of medication ther-
apy management that comprises a medication
reconciliation, clinical assessment of patient-specific
factors like medical conditions, allergies, socioeco-
nomic and cultural assessments, prioritization of drug-
related problems and therapeutic recommendations.*
This holistic approach ensures a smoother integration
of deprescribing into the continuum of patient care.

Conclusions

In conclusion, the rising challenges associated with
an aging population, coupled with the complexities of
polypharmacy highlight the critical need for effective
deprescribing strategies. Polypharmacy, with its poten-
tial to contribute to morbidity and mortality, remains a
complex issue in older adults. Despite the effectiveness
of deprescribing in mitigating these risks, raising
awareness and implementing deprescribing practices
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may pose challenges. The success of deprescribing re-
lies on healthcare professionals’ ability to evaluate
risks versus benefits on an individualized basis, em-
phasizing the need for a tailored approach. Active en-
gagement of providers and pharmacists, fostering
collaborative efforts, is essential to address the multi-
faceted nature of polypharmacy and enhance patient
care. Future directions involve promoting deprescrib-
ing culture through continuous medical education, in-
corporating deprescribing guidelines into routine
clinical practice, and educating patients on the benefits
and risks. By incorporating these next steps, the health-
care community can contribute significantly to enhanc-
ing the well-being and quality of life for the elderly
population while mitigating the associated risks of
polypharmacy.
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