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REVIEW

Management of Elderly and Old Cancer Patients —

Geriatric Oncology

Evelyne Bischof!?34° Bettina Hurnié, Marcus Vetter”

ABSTRACT

Aging is a major risk factor for cancer development. Indeed, 60% of people with cancer in Switzerland and worldwide are older

than 65 years. However, the indication for treatment choice should not be based on chronological age alone but instead driven

by the patient’s biological age, physiological and functional status, and the biological and morphogenetic tumor signature. This

article provides an overview of the current challenges in treating elderly and old cancer patients, specifically the reasons for a

less-than-optimal treatment and care and the added value of performing comprehensive geriatric assessments in this unique

population.
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INTRODUCTION

Cancer is the second leading cause of death in Switzerland.! The incidence of cancer increases
dramatically with advancing age,” with a median age of onset around 65 years.> By 2030, it is
estimated that 70% of all new cancer cases will be diagnosed in patients 65 years and older.”
Unsurprisingly, cancer patients above 65 years have a 16-fold greater mortality risk than
younger patients, with 70% of cancer-related deaths occurring in this age group.>** Early
diagnosis and improved treatment options have led to a steady increase in the number of
older adult cancer survivors in Switzerland.'¢

Physiological changes that mostly occur with aging (e.g., decreased cardiovascular, respiratory
and renal function) impair the tolerance of older patients to cancer therapy.”* Frailty, defined
as an increased vulnerability to stressors due to a multisystem reduction in reserve capacity,
is considered a distinct concept linked to higher chronological age and comorbidities.”
Meanwhile, the aging process is highly heterogeneous and influenced by multiple genetic,
epigenetic and environmental factors, differing at all levels from the molecular to the system
level."® Therefore, frailty alone is not sufficient as a conceptual marker for cancer management
but rather biological age." As long as the concepts of longevity medicine are maturing and
artificial intelligence (AI)-based precision oncology is at the inceptive state of entering the
clinical routine, the concept of frailty versus fitness, the so-called “Frailty syndrome”; is
gaining traction.”'>" Identifying frail cancer patients, i.e., those with high susceptibility, low
functional reserve and unstable homeostasis, leads to a better estimation of individual
response to therapies than looking at chronological age alone,> therefore, careful
consideration of each patient’s status, including frailty in the treatment decision-making
process is an integral part of oncological management. However, measuring and quantifying
frailty in the real-world setting remains a challenge.'

In addition to personal biological status, the optimal treatment in older cancer patients is
challenged by the importance of maintaining quality of life (QoL). In routine clinical
practice, the question often arises as to which treatment strategy is the right one for each
patient, especially one that allows the patient to remain independent for as long as
possible.'**¢ Many older cancer patients are therefore at risk for both being undertreated and
overtreated.""7 Another challenge is that despite the increasing number of older people in
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the population and the relatively high frequency of cancer in
this age group, patients 65 years of age or older are significantly
underrepresented in trials of cancer treatments.'® There is
limited information concerning the efficacy, tolerability, and
toxicity of cancer therapies in senior adults, although the
literature indicates that this trend is slowly changing."

CLINICAL CHALLENGES AND PITFALLS IN EARLY PALLIATIVE
CARE OF GERIATRIC ONCOLOGY PATIENTS

Palliative care is defined as an approach that improves the
QoL of patients and their families facing the problem
associated with life-threateningillness through the prevention
and relief of suffering by means of early identification and
impeccable assessment and treatment of pain and other
physical, psychosocial and spiritual deficits.” Evidence from
the literature suggests that earlier integration of palliative care
as part of a multidisciplinary team can facilitate optimum
patient care.” It should therefore be a part of the older cancer
patient’s care journey throughout the trajectory of their
disease, with varying levels of multidisciplinary involvement
as the disease progresses. However, providing appropriate care
for older cancer patients is confounded by many factors,
including multiple comorbidities and polypharmacy, frailty,
dementia and cognitive problems, delirium, and functional
impairment.”? In addition, approximately half of cancer
patients will have a formal psychiatric disorder such as
depression or anxiety.** Although psychiatric illnesses are
common, they are often neglected, which leads to reduced
QoL, lower adherence to treatment, poorer cancer survival
and increased treatment costs.? In the field of oncology, the
use of palliative care has increased significantly over the past
decade.?! A US-based observational study found that patients
who received palliative care experienced significantly less
aggressive care, lower rates of hospitalization, increased use of
hospice, and fewer invasive procedures near the end of life
than patients that did not?' Furthermore, negative public
views and misconceptions about palliative care still exist
within the community; for example, palliative care is often
falsely equalized with end-of-life care and hospice care and
thus death.” This may partly be due to the fact that many
elderly cancer patients prefer supportive symptom
management and refuse further aggressive treatments such as
chemotherapy routinely given to younger patients.”® Another
challenge is the lack of literature that specifically addresses
geriatric palliative care across the domains of palliative care.””
Additional barriers to ensuring older cancer patients receive
appropriate palliative care provision include the fact that
some elderly patients lack capacity as a result of confusion and
delirium, they may have limited social and family support, i.c.,
older patients tend to live further away from families and have
fewer friends to support them, and have a lack of psychosocial
support to combat loneliness and depression, especially since
many older people tend to live alone.?®

AGE-RELATED FACTORS INFLUENCING TREATMENT OF ELDERLY
CANCER PATIENTS

Treatment decisions for older cancer patients must be made
alongside other medical conditions such as cognitive
impairment, depression, polypharmacy secondary to multiple
comorbidities.”> Over the years, a lack of clinical data has led to
a paucity of appropriate treatment guidelines and absence of a
standard approach in this population.” Since older adults with
cancer represent a diverse cohort of patients with other
comorbidities that may have an equal impact on survival and
QoL as the diagnosis of malignancy itself, a competing risk
approach design for clinical trials has been proposed.*?!

Immune checkpoint inhibitors are a well-established treatment
for all types of cancers and are generally better tolerated than
cytotoxic chemotherapy.® Treatment with anti-programmed
cell death protein 1 (PD-1)/programmed death-ligand 1 (PD-
L1) agents s, therefore, an attractive option for elderly patients
with multiple comorbidities. Pooled data on elderly patients
(aged 75 years and above) with PD-L1-positive advanced non-
small-cell lung cancer (NSCLC) from three landmark cancer
trials were recently analyzed.’* Results demonstrated that
immunotherapy improved overall survival in these patients
compared with chemotherapy, and results were comparable to
the overall population results in the individual studies.*
Moreover, the older NCSLC patients treated with
immunotherapy experienced fewer treatment-related adverse
events (TRAEs) than those that received chemotherapy (grade
3—4 TRAEs: 24.2% versus 61.0%).>* Similarly, in a real-life
study of the anti-PD-L1 inhibitor nivolumab, reported by
Grossi et al. (2019), almost half of the NSCLC participants
(N=1588) were clderly patients aged 70 or above (n=754). In
a subgroup analysis, elderly patients receiving immunotherapy
with nivolumab achieved outcomes similar to the overall
study population, with an overall survival rate of 43% at 12
months.®

It is widely known that an aging immune system (immunose-
nescence) may affect outcomes for cancer patients.’** The
main hallmarks of immunosenescence include a reduced ab-
ility to respond to new antigens, the accumulation of memo-
ry T cells and the lingering level of low-grade inflammation.””
For example, in patients receiving immunotherapy for mela-
noma, older adults may experience worse progression-free sur-
vival due to reduced levels of tumor-infiltrating lymphocy-
tes.*>**¥ Understanding immune-regulatory functions is criti-
cal to implementing effective targeted immunomodulatory
strategies for elderly patients.”

Furthermore, age-related genetic differences such as single nu-
cleotide variants (SN'Vs) and copy number variants (CNVs)
have also been observed in older cancer patients.”’ In patients
with squamous cell carcinoma of the lung, Meucci et al. (2018)
showed that the defective DNA mismatch repair (MMR)-re-
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lated signature 6 (SI6) was negatively correlated with patient
age.* Another step towards targeted, personalized medicine
for older cancer patients would be to use gene expression pro-
filing to improve prognostication and thus more appropriate
treatment selection.*!

HOW TO FIGHT DIAGNOSTIC AND THERAPEUTIC
NIHILISM IN ELDERLY CANCER PATIENTS

Geriatric screening and assessment

One of the most commonly applied assessment tools for frailty
is the comprchensive geriatric assessment (CGA) which
evaluates functional status, comorbid medical conditions,
cognition, nutritional status, psychological state, social support
and the patient’s medication.”” CGA is a systemic evaluation
tool, which, if correctly implemented, can help identify and
optimize age-related vulnerabilities, reduce over- and under-
treatment, and guide treatment recommendations in older

patients.®#

International consensus guidelines on the
management of older patients with various cancers recommend
the use of CGAs, e.g., the International Society of Geriatric
Oncology (SIOG),® American Society of Clinical Oncology
(ASCO),% and the National Comprehensive Cancer Network
(NCCN) guidelines (Table 1).#” Table 2 shows examples of
scales that can be assessed as part of the CGA. The 9-point
validated Clinical Frailty Scale (CFS) evolved from the
Canadian Study of Health and Agingand is one of the broadest
and most commonly used scales in Switzerland and
worldwide.®® It summarizes the level of fitness or frailty of an
older adult after evaluation by a healthcare professional from 1
(“very fit”) to 9 (“terminally ill”).* However, CGAs such as
the CFS are not consistently implemented, and more
prospective studies are needed to confirm their impact in

guiding treatment decisions in elderly patients with cancer.*

The major barrier to completing the CGA is the length of time
required to complete the entire assessment (approx. two
hours).>**? In other settings, a lack of awareness or expertise
may limit its application. In settings where CGA is not feasible
or resources are limited, shorter geriatric assessment (GA)
tools have been developed. Screening using the relatively quick
and easy-to-apply GA tests can help identify vulnerable
patients most likely to benefit from a full CGA assessment
before starting treatment; therefore, GA screening tests can
help preserve clinical time and personnel resources.’>*
Validated GA screening tools in the evaluation of physical
fragility include the Geriatric 8 (G8) questionnaire,”
abbreviated Comprehensive Geriatric Assessment (aCGA),*
Triage Risk Screening Tool (TRST),” and Vulnerable Elders
Survey-13 (VES-13), many of which can be completed in less

than six minutes.’*5%%?

GA screening can also be targeted, e.g.,
to older cancer patients. Nowadays, cancer-specific GA
screening tools have been developed, including the Cancer
Aging Rescarch Group (CARG)®¢!" and the Chemotherapy
Risk Assessment Scale for High-Age Patients (CRASH),%
which estimate toxicity risk in older patients receiving
chemotherapy. Healthcare professionals can use cancer-specific
GAs to develop treatment plans and tailor management
strategies to improve QoL for older patients with cancer. To
meet the needs of underserved older adults with cancer in rural
communities or to minimize infection risk in highly susceptible
populations (e.g., from Covid-19), adaptation and delivery of a
GA via telehealth is being evaluated as a potential GA tool.®
GAs are currently available for many different outcome
measures such as frailty, nutritional status, comorbidity and

cognition.*

Table 1. Examples of domains and scales used in a Comprehensive Geriatric Assessment (CGA). Adapted from Le Caer et al. 2016.%¢

Domains

Scales

Functional status

Functional Independence Measure (FIM); Barthel Index (Bl);
ECOG-Performance Status; Katz basic activities of daily living
(ADL) scale; simplified Lawton’s instrumental activities of daily
leaving (IADL) scale

Comorbidities

Charlson comorbidity index

Medications

Number, type, indication

Cognitive function

Folstein Mini-Mental State Examination (MMSE), Schultz-Larsen
MMSE; MMSE and/or clock test

Geriatric syndrome

Repeated falls, fecal and/or urinary incontinence

Depression/mood

Geriatric Depression Scale 5, Emotional questionnaire

Nutrition

Body mass index; Nutrition Risk Screening (NRS)

Mobility

Timed Up and Go test

Situational assessment

Accessibility of services, mobility, social environment, accessibility
of homerooms
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Table 2. List of guidelines/recommendations for specific cancer types.
CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma;
EORTC, European Organization for Research and Treatment of Cancer;
EUSOMA, European Society of Breast Cancer Specialists; MM, multiple
myeloma; SIOG, International Society for Geriatric Oncology.

Disease iﬂiﬁ?:gﬂ;ﬂﬁ?; Reference
CLL SIOG 87
MM SIOG e
DLBCL SIOG 89
Prostate cancer SIOG 9091
Colorectal cancer SIOG 92
Lung cancer EORTC 7
Breast cancer SIOG, EUSOMA 9495

Cancer patients with pre-existing cognitive impairment may
be at great risk for cognitive decline with therapy and are
potentially at increased risk for treatment-related adverse
events.”” Cognitive assessment has not historically been
routinely incorporated into the evaluation and management of
older adults. Several short cognitive screening tools have now
been evaluated in cancer patients specifically,®” including the
Montreal Cognitive Assessment (MoCA),®® the Mini-Mental
Status Exam (MMSE),” the Mini-Cog™ tests. For example,
the Mini-Cog is a short (<3 minutes) cognitive screening tool
for dementia that combines a delayed recall item and a clock-
drawing test.”

Cancer-specific GA can be used to guide interventions.
Targeted interventions may improve treatment tolerance,
adherence, physical function and QoL.”*”* The randomized
GAIN trial evaluated whether geriatric assessment-driven
intervention could reduce chemotherapy-related toxic effects
among older cancer patients compared with standard-of-care.
The trial included 613 cancer patients with a solid tumor who
had started chemotherapy between 2015 and 2019. The
median age of the study participants was 71 years (range
65-91). Results from GAIN revealed that implementation of
multidisciplinary GA-driven interventions reduces grade 3—5
chemotoxicities in older adults with cancer. Moreover, the trial
also showed that GA-driven interventions improved the
completion of advance directives.”” Future research should
focus on the validation of GA screening tools in older patients.
GA-driven interventions aimed at optimizing treatment
should also be applied for this patient population.®®

Tackling underdiagnosis and undertreatment
Since aging is the single most important risk factor for the de-
velopment of cancer, it is important to overcome ageism in this

field.” Professional subjective assessments might lead to older
people receiving a reduced range of treatment options, e.g., el-
derly cancer patients are considered less likely to recover from
aggressive therapies and interventions than younger patients.7S
Lower risk and less aggressive treatments may be chosen based
on the misconception that it will avoid patient morbidity and
mortality;”” however, studies show that such undertreatment
leads to a reduced five-year survival for older cancer patients.”>”
A recent study showed that 34% of geriatric patients are over-
treated while 15% are undertreated.”” Overtreatment may invol-
ve administering standard-of-care to patients who may not gain
any clinical benefit.”® In older patients, overtreatment can lead to
more grade 3 and 4 toxicity than treatment appropriately adap-
ted to fragility.”” In contrast, many studies show that elderly pa-
tients often do not receive standard therapy compared to their
younger counterparts.”” Older patients are often considered
“frail” and have multiple comorbidities and other characteristics
that cause hesitance to prescribe standard regimens.”* Indeed,
although recent studies show that most older patients can bene-
fit from and tolerate intensive cancer therapies, similar to youn-
ger patients, there is still a reluctancy to aggressively treat elderly
patients, even those without comorbidities.* Undertreatment
may partly be attributed to common misperceptions about life
expectancy, therapeutic benefit and treatment risks.>®? In a study
of 397 geriatric patients, 43% received less intensive chemother-
apy treatment than the standard-of-care.”” Assumptions about a
patient’s ability to tolerate treatment, QoL, or personal prefe-
rence should therefore not be based on chronological age.** In
recent years, the SIOG has begun to address the age-based dispa-
rities in research and treatment by advocating assessments of ol-
der patients with cancer.® Other stakeholders, including the el-
derly and their caregivers, nurses, palliative healthcare professio-
nals also have an important role to play if the treatment landsca-
pe for older cancer patients is to change.

CONCLUSIONS AND FUTURE DIRECTIONS

With an aging population and improvement of life expectan-
cy, managing older people with cancer is a growing burden in
Switzerland and worldwide. As newer agents become available
and new combinations tested, dedicated studies to identify
age-related factors, i.e., immune profiling or predictive/prog-
nostic biomarkers for elderly patients, are warranted.®* Develo-
ping local protocols and guidelines of care for older people
with frailty is crucial. Multidisciplinary optimization of perso-
nalized treatment plans is required, involving oncology/
geriatrics/palliativecare/psycho-oncologist/internal medici-
ne/supportive care specialists. Furthermore, establishing a
patient registry in the field of geriatric oncology would ena-
ble a Switzerland-wide survey of cancer, screening and com-
parative, comprehensive omics testing, as well as complete
tumor profiling, ultimately leading to better survival outco-
mes and QoL for older cancer patients.®
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