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QUESTIONS ASKED: How does financial burden affect
patients living with metastatic breast cancer, and how
is the financial burden of metastatic cancer different
from that of other stages of disease?

SUMMARY ANSWER: Financial burden can be sub-
stantial in patients with metastatic disease, affecting
quality of life, treatment adherence, and mental health.
The metastatic setting differs in its complexity, treat-
ment goals, and underlying population demographics,
suggesting a need for potentially different solutions.

WHAT WE DID: We review the concept of financial
toxicity in cancer and discuss factors associated with
financial burden in advanced cancer specifically,
with a focus on what makes the metastatic setting
different. We then review the limited literature on fi-
nancial burden in the metastatic setting and close
with a discussion on future needs and policy
implications.

WHAT WE FOUND: Financial toxicity, the material or
psychological consequence of high-cost burden to
patients, is a growing concern in cancer. Patients with
metastatic cancer are among the most vulnerable as a
result of high complexity of disease management and
treatment and differing goals for treatment compared
with earlier stage disease; in addition, they represent a
disproportionately underserved population, including
low-income and uninsured populations.

Overall, we find the literature on financial burden in
metastatic disease is limited and focused heavily on
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the prevalence of cost burden. Evidence also is mostly
contained within convenience samples. Associations
have been described between high cost burden
and lower quality of life, lower adherence to treatment,

and increased distress, including anxiety and
depression.
BIAS, CONFOUNDING FACTORS, REAL-LIFE

IMPLICATIONS: This review is unable to make specific
empirical claims about how patients with metastatic
disease experience burden differently, beyond what
is reported in the studies presented. Still, we find
reason to assert that this population deserves addi-
tional focus and study. At a minimum, this review
implies a need for on-the-ground discussion between
patients with advanced cancer and providers about
the cost of care, with a special focus on how these
conversations might be different for patients with
metastatic disease.

In the end, however, individual intervention may not be
enough to address population-level shifts in how the
cost of care can affect outcomes. Policy debate is
needed and will require additional research to identify
and evaluate trade-offs. Future research should in-
clude confirmatory, hypothesis-driven analysis in large
population-based samples, as well as rigorous out-
comes examination. How physicians and researchers
respond to the need for change in the metastatic
setting will determine how future patients view their
cancer care.
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Patients with metastatic or advanced cancer are likely to be particularly susceptible to financial hardship for
reasons related both to the characteristics of metastatic disease and to the characteristics of the population living
with metastatic disease. First, metastatic cancer is a resource-intensive condition with expensive treatment and
consistent, high-intensity monitoring. Second, patients diagnosed with metastatic disease are disproportionately
uninsured and low income and from racial or ethnic minority groups. These vulnerable subpopulations have
higher cancer related financial burden even in earlier stages of iliness, potentially resulting from fewer asset
reserves, nonexisting or less generous health insurance benefits, and employment in jobs with less flexibility and
fewer employment protections. This combination of high financial need and high financial vulnerability makes
those with advanced cancer an important population for additional study. In this article, we summarize why
financial toxicity is burdensome for patients with advanced disease; review prior work in the metastatic or
advanced settings specifically; and close with implications and recommendations for research, practice, and

policy.

J Oncol Pract 15:e300-e307. © 2019 by American Society of Clinical Oncology

INTRODUCTION

Financial toxicity, a term used to describe the high cost
burden health care places on patients and their
families, is a major and underappreciated drain on
patients with cancer.! It is estimated that at least 20%
of all patients with cancer experience a significant
financial hardship as a result of their cancer, including
being unable to pay for care, going into debt, filing
for bankruptcy, or making other major changes to
household spending.?2 How, and how much, patients
pay for their care can cause extreme distress and lead
to additional negative health behaviors.

Metastatic disease is an extraordinary burden on pa-
tients and their families. In addition to treatment in-
tensity and complexity, patients often face substantial
anxiety and depression, as well as social stigma as-
sociated with terminal illness.>* In addition, patients
with advanced cancer may expect to shoulder large
and persistent financial burden. Furthermore, meta-
static disease is disproportionately diagnosed among
underserved populations, including racial and ethnic
minority and low-income populations. These un-
derserved populations are at high risk of both poor
cancer outcomes and financial shocks associated
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with metastatic cancer, making patients with meta-
static cancer an important subpopulation in which to
study financial toxicity. To be clear, a focus on met-
astatic disease is not meant to imply a greater need or
importance compared with patients with earlier stage
disease. Indeed, much of the literature on financial
toxicity has shown that patients at early stages also
experience financial hardship.>” Yet, we argue that
patients with advanced cancer are understudied and
potentially predisposed to high, frequent, and com-
pressed burden that makes management unique.

The science on financial toxicity, to date, has focused
primarily on the identification of the problem, leaning
on convenience sample cohorts and descriptive
studies. The stage is set for the next phase of research,
including more rigorous population-based studies of
risk factors and the testing of interventions that relieve
cancer-related financial burden. In this article, we
summarize why financial toxicity is burdensome for
patients with advanced disease in ways that may differ
from patients with earlier stage disease; review prior
work in the metastatic and advanced disease settings
specifically; and close with a focus on the research,
practice, and policy implications for the future.
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Financial Toxicity in Advanced and Metastatic Cancer

WHAT IS FINANCIAL TOXICITY?

The concept of financial burden as a source of harm to
individual patients has been gaining momentum over the
past 5 to 10 years.®!! Across cancer sites and stages, high
financial burden has been linked to lower quality of
life,>1214 higher emotional distress,'® treatment delay or
discontinuation,® and even increased mortality.*®

It is important, however, to distinguish between the following
two interrelated but distinct concepts: high cancer related
financial burden to individual patients and their families
(related to the specific amount of out-of-pocket payments
that patients are required to pay for health care services) and
high societal costs of cancer care (the total cost of care to
society, including payer and patient responsibility, as well as
unrecovered provider expenses). The former may lead to
individual financial distress caused by high cancer related
financial burden, whereas the latter is of concern primarily at
the policy level but may not be as relevant to individual
patients and caregivers. Here, health insurance matters.
Uninsured or self-pay individuals are generally responsible
for the full cost of their care unless they are able to navigate
the complex structure of safety net resources, including
hospital charity care, entitlement programs, manufacturer
assistance, and nonprofit organization aid.'”'8 Yet the lit-
erature is clear; no group, regardless of insurance type or
generosity, is fully immune from individual-level financial
burden of cancer.2'? |t is also worth noting that cancer
treatment may not follow standard economic models of
choice. The reasons are many (including cost asymmetry of
information, imperfect patient-physician agent relationships,
high valuation for end-of-life care, and high time-varying
individual discount rates) and have been previously explored
in the literature.2>2* Regardless of the mechanisms driving
this phenomenon, there is strong evidence to suggest that
high financial burden is a feature of treatment that many
patients with cancer are completely underprepared for and,
therefore, is worth studying to improve.

A review of financial hardship in cancer by Altice et al®® de-
veloped a typology to further conceptualize the burden as-
sociated with cancer care costs as belonging to the following
three domains: material hardship, including high out-of-pocket
expenses and lost wages; psychological burden from distress
and anxiety caused by high cancer costs and lost wages; and
cost-related behavioral changes resulting from high cancer
care costs, including changes in both medical (including
delaying or declining care) and nonmedical spending (in-
cluding taking money from savings or skipping nonmedical
bills). We use this framework to evaluate what is currently
known in the metastatic setting and to highlight where patients
with metastatic disease may be at increased risk.

WHY IS METASTATIC DISEASE DIFFERENT?

Patients with metastatic or advanced cancer are likely to be
susceptible to financial hardship for reasons related to both
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the characteristics of metastatic disease and the charac-
teristics of the population living with metastatic disease.
First, metastatic or advanced cancer is a highly resource-
intensive condition. Patients are often very sick and receive
advanced (and expensive) treatments, and generally, they
spend more time in various care settings, including in-
patient care, long-term care, and hospice, than the average
patient with cancer.?®?” Many researchers have described
a traditional U-shaped curve in cancer care costs,?® one
where costs are high at diagnosis, recede during continuing
care or remission phases, and increase again at the next
line of treatment or toward the end of life. In the metastatic
setting, this cycle is compressed, often with multiple
courses or lines of treatment in a single year.

Second, patients diagnosed with advanced disease are
disproportionately uninsured and low income and from
racial or ethnic minority backgrounds, which are well-
defined vulnerable populations in health care.?®3! Al-
though it is important to recognize how financial burden
can and does affect patients with cancer at all levels of
socioeconomic status, low-income and minority patients
with cancer have been shown to have higher financial
burden, even in earlier stages of illness, potentially as a
result of having fewer asset reserves and working in jobs
with less flexibility and employment protections and fewer
or less generous health care benefits.>2? This combination
of high financial need and high financial vulnerability
makes those with advanced cancer an important pop-
ulation for additional study.

As we emphasize the importance of studying cancer care
costs in metastatic settings specifically, we acknowledge
the many challenges to researching financial toxicity in this
population. The personal and emotional hardship associ-
ated with any cancer diagnosis, particularly one in the
metastatic setting, is well documented.®>* It is challenging
to separate the emotional and psychological response
associated with disease itself from that which is incremental
as a result of high cost burden. For researchers, the current
health care system is a web of dependencies and selection
biases that make empirical comparisons difficult. Patients
themselves may have difficulty separating distress asso-
ciated with their disease from distress associated with the
cost of their disease and may not be willing to do so, es-
pecially during times of severely poor functional status and
poor prognosis.

Metastatic disease is notably different from earlier stage
disease in its goals for treatment. In the vast majority of
patients, treatment in the metastatic setting helps to slow
progression, not to eliminate disease completely. Patients
and providers may be more willing to discuss financial
toxicity in settings where multiple viable curative treatment
options allow for straightforward consideration of trade-offs
(noting that patients rarely trade-off between curative and
noncurative options). Talks of value can often be an un-
welcome consideration, in any cancer setting, both at the
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patient and population levels, but may be even more dif-
ficult as prognosis declines. Even where treatment has
shown to be low value, which is not uncommon for treat-
ments used in advanced cancer, cultural and political
taboo can prevent constructive conversations around
cost.}1134 Some patients with advanced-stage cancer may
overvalue treatment, not understanding that it is unlikely to
be curative.*® Empirical estimates from the economic
evaluation literature, as well as regulatory approval de-
cisions, place advanced cancer among the conditions with
the highest societal willingness to pay globally. To date,
most financial toxicity studies have avoided clashing with
tough questions around value-based care, preferring cor-
rectly to focus on the needs of the individual patient.
However, eventually these conversations will converge, and
policy-based solutions will require patient input.

Finally, studies of financial toxicity in patients with meta-
static disease are constrained by structural and logistical
challenges. Practically, there are few patients available and
willing to undergo study. Patients with metastatic cancer
represent the minority of patients with cancer. Metastatic
cancer treatment guidelines are also complex and largely
unstructured, rendering robust studies of cost-benefit
trade-offs and patient treatment preferences often in-
feasible. Ramsey and Shankaran® present a case study of
colorectal cancer demonstrating the litany of treatment
options, with ranges of total costs and a distinct lack of
specific clinical guidance, leaving patients and providers
with uncertainty about treatment choice. This uncertainty
makes each metastatic case unique and limits the gen-
eralizability and transportability of research about financial
burden across settings.

Each of the challenges highlighted previously contributes
to the general lack of evidence surrounding financial
toxicity in the metastatic or advanced cancer setting.

Next, we briefly summarize what has been studied in this
regard and then comment on areas for future research
innovation.

WHAT HAS BEEN SHOWN FOR PATIENTS WITH
ADVANCED DISEASE?

For patients with metastatic or advanced disease, the ev-
idence base is limited, but it is clear that several aspects of
cancer related financial burden are exacerbated in this
population (Table 1). Overall, literature comparing the
magnitude of financial toxicity in advanced versus early-
stage disease is somewhat limited. Using the financial
burden typology of Altice et al?® there is evidence of
considerable material hardship for patients with metastatic
disease, likely as a result of both the complexity of treatment
and the vulnerability of this population. One prospective
study of patients with advanced cancer found that nearly a
third reported using all or most of their savings to pay for
cancer care.®” Another found that the risk of any negative
financial impact was 14 percentage points higher for those
with metastatic versus earlier stage breast cancer, with the
majority of this difference resulting from increased rates of
job loss or income loss.*

The burden of indirect costs, including lost productivity, is a
consistent theme among those with metastatic disease,
with a 2013 study reporting an average of $1,584 in annual
lost wages due to sick leave and $6,166 in annual lost
wages from short-term disability.>® Family members of
those with metastatic cancer also report high indirect costs
in lost wages or employment as a result of caregiving
responsibilities.3®3°

Evidence also suggests that those with metastatic disease
have higher psychological burden related to their costs than
those with earlier stage disease.? High out-of-pocket costs

TABLE 1. Financial Toxicity for Patients With Metastatic or Advanced Cancer

Financial Toxicity

Comments

Material hardship

Direct costs

Nearly a third of patients with metastatic or advanced-stage cancer use all or most of their savings to pay for treatments
(all cancers).”

Indirect costs

Patients with advanced cancer face a higher risk of job loss and income loss than patients with lower-stage cancers
(breast cancer).*

Indirect costs for patients with metastatic or advanced cancer are estimated to average > $7,500 annually (breast/
pediatric cancers).%®*°

Psychological burden

Patients with metastatic disease more likely to report psychological distress related to cost than patients with early-
stage disease (breast cancer).!?#!

Patients with metastatic disease experience reductions in all quality-of-life domains, including physical, social,
spiritual, and emotional well-being (all cancers).*

Patients with metastatic disease face greater financial-related distress associated with higher anxiety and depression
(all cancers).*!

Cost-related coping behaviors

High financial burden in patients with advanced cancer linked to lower medication adherence (all solid tumors).>

e302 © 2019 by American Society of Clinical Oncology

Potentially, patients with metastatic disease with high financial burden exhibit a propensity toward more intensive
treatment at the end of life (all cancers).>”
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for patients with metastatic disease are associated with a
reduction in all quality-of-life domains, including physical,
social, spiritual, and emotional well-being.*® Patients with
advanced cancer reporting high financial stress have sig-
nificantly higher anxiety and depression and lower func-
tional quality of life than patients with no financial-related
distress.*! In a recent survey of women with metastatic
breast cancer, 68% were worried about financial problems
as a result of cancer, 44% reported high cost-related
emotional stress, and 31% were worried about the finan-
cial stress on their families.*

Although a few studies show that material and psycho-
logical hardships are prevalent in this population, less is
known about how financial burden affects behavior for
patients with metastatic or advance disease. A study that
included a majority of patients with advanced-stage disease
found that those facing high financial burden had lower
medication adherence.*® Surprisingly, patients with ad-
vanced cancer experiencing high financial burden have
been shown to receive more intensive treatment toward the
end of life.3” Many of the studies considering cancer cost—
related behavior changes restrict their analyses to patients
with early-stage disease or do not stratify by or have no
information on cancer stage. The behavioral effects of
cancer costs for the metastatic population, therefore, re-
main largely unstudied.

DISCUSSION: NEED FOR FUTURE RESEARCH, PRACTICE,
AND POLICY INNOVATION

The science of financial toxicity (ie, what we understand
about how patients respond to high cost burden and how it
affects cancer health outcomes) is relatively new, with
many unknowns. Such studies in the metastatic setting,
especially those focusing on downstream cancer health
outcomes, or investigations from larger population studies
are relatively rare, which may be explained by a number of
social, cultural, structural, and logistical challenges. One of
the areas of greatest need is the need for large-scale,
nationally representative studies of financial burden and
its consequences for patients with metastatic cancer.
Convenience sample studies have provided strong hy-
pothesis generation, both in advanced and nonadvanced
cancer settings. The current need is for confirmatory re-
search in larger, more representative samples, specifically
to inform large-scale policy making and intervention de-
velopment and implementation. Large-scale observational
studies can provide evidence when random assignment is
difficult or unethical, but studying patient costs as an
outcome in randomized trials should also be pursued.

Despite limited generalizable evidence across a full range
of material, psychological, and behavioral outcomes in the
metastatic setting, there is some evidence to suggest that
financial toxicity can be exceedingly harmful to patients
with advanced and nonadvanced disease, caregivers, and
society, suggesting that targeted, multifaceted intervention
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strategies are needed to prevent and mitigate high financial
burden. Moreover, strategies for patients with metastatic
disease may look different than those for other patients as
a result of the timing, intensity, or emotional burden of
disease.

Future interventions that help to curb financial toxicity for
patients with metastatic cancer should be informed by
patient preferences and sensitive to both cultural and
structural barriers. In light of the many challenges de-
scribed earlier, interventions that fail to account for het-
erogeneity across patient care preferences will fail in their
goal to improve quality of care and outcomes. Patient
preference work in the metastatic setting is scattered and
unfocused. Where applied, preference elicitation (the
science of capturing stated consumer preferences) can
help a range of stakeholders understand how and why
patients make health care choices, aligning incentives to
improve outcomes.** Researchers have used these
methods to create decision tools and compare care pref-
erences from patients and providers,*>4¢ as well as to target
or identify high-value care.*’*® Multistakeholder engage-
ment is another rapidly growing solution that seeks to better
align patient needs with policies and practice-based in-
terventions designed to achieve desired outcomes.*”49-5!
The Patient-Centered Outcomes Research Institute has
funded a number of studies that evaluate patient-centered
approaches to oncology and survivorship care that offer
strong models for multistakeholder engagement.®>%® Pa-
tient navigation offers an especially promising approach to
help patients navigate the increasingly complex and
patchwork resources that currently exist.'®5* Some pre-
liminary work has been done to create setting-specific fi-
nancial navigation resources; these have been shown to
lower patient anxiety about costs and may offer a flexible,
patient-centered solution,®>%¢ but expansion and larger
scale evaluation of these programs in both patients with
advanced and early-stage cancer are urgently needed.

Finally, we see an immediate need for a transparent and
open discussion of value and equity at multiple levels. This
includes direct communication between patients and
providers about needs and preferences, a difficult but in-
creasingly important discussion. Open discussions about
value and equity require trust and meaningful engagement.
Medically underserved populations are understandably
distrustful of the medical system as a result of a significant
history of marginalization. Overcoming an extensive his-
torical and cultural barrier requires us to be more creative
about engaging patients in decision making. For example,
leveraging peer support and community-based health
workers, as has been done successfully in cancer screen-
ing, may help to reach these populations more effectively
and more meaningfully.”

At a policy level, the growing debate surrounding the cost of
cancer care highlights the generalized problem of inequity
that this country has yet been unwilling to discuss and
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address directly. To date, few have been willing to make
serious proposals that meaningfully limit all forms of pa-
tients’ out-of-pocket cost responsibility. We advocate for a
more specific discussion around what the larger patient
community is willing to trade off to enact change in health
care cost. Overall, our society’s inability to meaningfully
address patients’ high costs and perspectives on value (in
the metastatic cancer setting, especially) may exacerbate
existing disparities between the haves and have-nots, while
simultaneously leaving many patients with incurable dis-
ease in financial ruin.

Embracing value in cancer care has several key benefits,
specifically for vulnerable populations. First, system re-
sources are finite. Value-based approaches that curb in-
efficient spending necessarily create additional resources
to distribute to those most in need. Second, the flexibility of
prospective valuation allows for subgroup variation and
differential efficiency estimates, for example, for specific
racial or ethnic minorities whose risk and benefits may
differ from the majority. Finally, value is color blind. Health
care is full of anecdotal (and empirical) evidence of dis-
criminatory care. When personalized value-driven care is
delivered, we compare alternatives across an even plane.

There is nothing as simple, or uncontroversial, as issuing a
call for national discussion. Yet, there are few actionable
paths available universally. For a more nuanced discussion
of physician-patient communication surrounding cost, we
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