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The Community
Oncology Alliance celebrated its 20th year
with its Community Oncology Conference,
held March 23-24, 2023, in Kissimmee,
Florida. Agenda items included the
Enhancing Oncology Model and reform of
pharmacy benefit manager practices and
the 340B Drug Pricing Program,

The chief scientific officer of IMV
discusses progress in developing
a cancer vaccine delivery
platform designed to ensure
enduring responses,

The support
services organization CancerCare releases an
online toolkit to explain the importance of
including biomarkers in health coverage, with
the goal of educating employers,

A study appearing
in the Journal of the National
Comprehensive Cancer Network
finds that current germline
panels may not be adequate for patients
with African ancestry,

NCCN

Joseph Alvarnas, MD,
of City of Hope discusses the impact of new
CMS pricing models in ensuring access to
treatments for rare blood disorders,

The
FDA acts on sacituzumab

FOA

govitecan and elacestrant
in breast cancer and
pirtobrutinib in mantle
cell lymphoma,
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PAYMENT MODELS

Amid Concerns, Will Practices Take Part
in the Enhancing Oncology Model?

Mary Caffrey

THREE MONTHS FROM NOW, the Enhancing Oncology Model (EOM)
will go live, based on a timeline announced last summer by the
Center for Medicare & Medicaid Innovation (CMMI).! It will be the
most important milestone in value-based cancer care since the start
of its predecessor, the Oncology Care Model (OCM), in 2016.2
Practices have learned plenty since that initial deep dive into the
world of alternative payment models (APMs), and successful OCM
participants say they would never return to the old way of delivering
care. When the OCM concluded on June 30, 2022, several practices
touted improved outcomes and patient experience—and for some,
Medicare savings—achieved with help from navigators, use of data
analytics, and a focus on keeping patients out of the hospital.>®

Stephen M. Schleicher, MD, MBA, chief medical officer of Tennessee Oncology,
recently coauthored a paper outlining concerns with the Enhancing Oncology
Model, set to take effect July 1, 2023. During the recent Community Oncology
Alliance conference, many attendees expressed caution about participation.
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HEALTH EQUITY

Conversations on Equity in
Cancer Care: Meet the Leaders
of NCCN's DEI Directors Forum

Interviews by Matthew Gavidia

IN JANUARY, the
National Comprehensive
Cancer Network

(NCCN) announced

the establishment of a Diversity, Equity, & Inclusion
Directors Forum, which will work to improve diversity
among clinical staff at the nation’s leading academic
cancer centers.’

The forum includes more than 20 experts from
across the academic centers that comprise the NCCN.
Leading the group will be Terrance Mayes, EdD, of the
Stanford Cancer Institute, who will serve as chair, and
City of Hope’s Loretta Erhunmwunsee, MD, who will
serve as vice chair.

According to data from the American Cancer
Society, the mortality rate from the disease in the
United States is 19% higher in Black men than White
men and 12% higher in Black women than White
women.? In announcing the forum, NCCN cited
studies showing that disparities in mortality and
other cancer outcomes have roots in structural and
interpersonal racism as well as in social determi-
nants of health.3*
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Kashyap Patel, MD, Sees
Link Between COVID-19 and
Cancer Progression, Calls for

More Biomarker Testing
Hayden E. Klein

KASHYAP PATEL, MD, CEO OF Carolina Blood
and Cancer Care Associates, sees something
different in his practice since the onset of the
COVID-19 pandemic—not just with cancer care,
but with cancer itself.
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Kashyap Patel, MD, Sees Link Between COVID-19
and Cancer Progression, Calls for More Biomarker Testing

CONTINUED FROM COVER

Since March 2020, the longtime community oncologist has seen
multiple patients in his Rock Hill, South Carolina-based clinic
with cholangiocarcinoma, and these patients are developing the
rare cancer 20 to 30 years earlier than the typical age at presen-
tation, which is usually 65 years or older.! In the past year alone,
physicians in Patel’s practice saw 7 patients with this cancer,
and 3 have died.

It is not just a single cancer type, either. Patel and his colleagues,
both in the United States and those he knows overseas, have seen
patients with rapidly progressing cancers of several types, such as
breast cancer and renal cell carcinoma. During an interview with
Evidence-Based Oncology™ (EBO), Patel said several did not even
have time to receive treatment and died within weeks of diagnosis.

Among these was a patient aged 26 years old with rapidly
progressing triple-negative breast cancer. Another patient
developed systemic inflammatory response syndrome, which can
be caused by an infection, inflammation, or pancreatitis, and is
often seen in patients with lung cancer.? The patient was 51 years
old when he died 4 weeks after receiving a diagnosis, making him
15 years younger than the typical patient with this condition.?

Kashyap Patel, MD, is on a mission to put
concrete numbers to what he acknowledges
are clinic-level observations, and to find

a way to help patients most at risk of
cancer. There is evidence to support

Patel’s observation that SARS-CoV-2 can
set off inflammatory responses in tumors,
causing cancer to progress much sooner
and more aggressively.

Patel said one his colleagues told him that he cannot keep up
with the volume of new patients presenting with prostate cancer
at his practice in India.

“The trend is getting more and more alarming,” Patel empha-
sized. “We are noticing trends in hematological malignancies,
breast cancer, colorectal carcinoma, and pancreatic cancer.”

Several cancer types Patel cites were causing alarm among
oncologists even before the pandemic. In 2019, the American
Cancer Society (ACS) published an epidemiological study in The
Lancet Public Health based on data collected among adults aged
25 to 49 years from 1995 to 2014; investigators found that despite
the overall drop in cancer mortality, incidence of several obesi-
ty-related cancers were rising sharply among younger adults.*

With COVID-19 added to the mix, Patel now fears a “perfect
storm” of factors will trigger inflammatory responses in some
patients, causing cancer to arrive years earlier than normal and
making it deadlier once it is diagnosed.

“If you go back and look at the post-COVID[-19] recovery
phase—we are coming out of almost like a hibernation—a lot
of people don’t know how to deal with the stress,” Patel said.
“Combined with the obesity pandemic, people didn't exercise a lot

HAYDEN E. KLEIN

with the fear of going out in the pandemic, and the alcohol intake
has increased. All of this descends down on inflammation, and I
think it’s creating a perfect storm between [these] risk factors, and
we need to learn how to deal with that.”

The most recent ACS annual report on cancer statistics, which
typically offers breakdowns by cancer type, does not reflect data
from years of the pandemic.* However, a December 2022 report
from the CDC finds that from 2018 to 2021, the annual number
of cancer deaths increased 4.7%, after a long period of declining
cancer mortality.® Although some increase in cancer deaths had
been anticipated due to a drop in screening, CDC investigators
found disproportionate increases in cancer deaths with COVID-19
as an underlying cause, with higher rates among males; members
of ethnic or racial minority groups; and those with lymphoma,
leukemia, or myeloma.

Patel is now on a mission to put concrete numbers to what he
acknowledges are clinic-level observations, and to find a way to
help patients most at risk. There is evidence to support Patel’s
observation that SARS-CoV-2 can set off inflammatory responses
in tumors, causing cancer to progress much sooner and more
aggressively, and even reawaken dormant cancer cells.

The mission now is to develop the data, which will require tests,
research, and funding to pay for it all.

Patel is undeterred by the challenge. He is meeting with payers,
colleagues, the news media, and anyone else who will listen in
hopes of launching a study among community oncologists that
would lead to a prospective registry that would help physicians
“understand more about who experiences post—-COVIDI-19]
conditions and why, including whether groups disproportionately
impacted by COVID-19 are at higher risk” for developing cancer or
having more aggressive cancer.

Other Post-COVID-19 Trends

Post—-COVID-19 conditions can include a wide range of ongoing
health problems, which vary in severity and can last weeks,
months, or longer, as demonstrated by long COVID symptoms.
Individuals not vaccinated against COVID-19 who contract the
virus may also be at increased risk of developing a post-COVID-19
condition compared with those who are vaccinated and had a
breakthrough infection. Additionally, some persons experiencing
post-COVID-19 conditions may not have tested positive for the
virus or known they had it.

According to Patel, more research needs to be done to better
understand who experiences these post-COVID-19 conditions
and why, whether populations disproportionately impacted by
COVID-19 are at higher risk of these conditions, and whether
cancer is one of these post-COVID-19 conditions.

There is support for this idea in existing research. Saini and
Aneja hypothesized that cancer should be considered another
sequela of long COVID, with other COVID-19 sequelae including
cardiovascular, pulmonary, and neurological conditions.’

“It is becoming increasingly evident that [patients with cancer]
are more susceptible to SARS-CoV-2 infection and are at a higher
risk of severe COVID-19 than the general population,” the authors
said. “Nevertheless, whether long COVID-19 increases the risk of
cancer in those with no prior malignancies remains unclear.”

They echoed that more research is needed but, given the
disproportionate impact of COVID-19 on Black patients and the »

Kashyap Patel, MD,

is CEO of Carolina
Blood and Cancer Care
Associates, based in Rock
Hill, South Carolina.
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community more broadly, another unanswered
question is whether racial disparities are to be
expected in COVID-19 sequelae, including cancer.

COVID-19 and Tumor Cell Inflammation
Despite the current lack of concrete, real-world data
linking COVID-19 infection to cancer progression,
the science supports the association in theory.

An early paper by Francescangeli et al appearing in
Frontiers in Oncology in October 2020 discussed the
possibility that COVID-19 could reawaken dormant
cancer cells and cause a relapse, but that the precise
mechanism of inflammation in cancer cells had
“yet to be elucidated.” Examining how SARS-CoV-2
interacted with cancer cells and the immune system
would require complex mouse models, and this
research would not be easy—but that was no reason
to avoid the questions, the authors wrote.®

A subsequent 2022 review in Frontiers in Molecular
Biosciences by Rahimmanesh et al supports Patel’s
points. It suggests a potential link between COVID-
19, inflammation, and immune-mediated tumor
reawakening, particularly the reawakening of
dormant cancer cells and metastatic relapse.’

Referencing past research, these authors noted that
immune responses in patients with COVID-19 are
orchestrated by proinflammatory cytokines—IL-1,
IL-6, IL-8, and tumor necrosis factor alpha (TNF-o)—
which are also known to drive tumorigenesis.
COVID-19 infection has also been linked to T-cell
depletion and activation of oncogenic pathways—
including JAK/STAT, MAPK, and NF-kB—which may
potentially increase the risk of cancer development.

Several other factors related to COVID-19 infec-
tion may be related to cancer progression.

“Besides impaired T-cell response, elevated levels
of cytokines, growth factors and also chemokines
in the plasma of patients in the acute phase of
COVID-19 as well as tissue damage and chronic low-
grade inflammation in ‘long COVID-19’ syndrome
may facilitate cancer progression and recurrence,”
the authors said.

Collectively, these investigators say, if these
observations are confirmed by further studies, they
may have important implications for the treatment
and long-term management of patients with cancer
who have had COVID-19.

Inflammation and the Need

for Biomarker Testing

After the pandemic began, a 2021 paper funded by
the National Cancer Institute/National Institutes
of Health explored the links among stress, inflam-
mation, and cancer. It reviewed data that found
inflammatory markers “specific to both cancer
and depression,” as well as the mechanisms by
which inflammation can affect both tumors and
neurotransmitters and neurocircuits in the brain.!
The authors discussed interventions to reduce
inflammation and depression in patients with
cancer, pointing to the same risk elements of obesity,
stress, and inflammation that Patel believes are
causing the patterns he sees in his clinic.

Some studies have looked at potential biomarkers
of this link between COVID-19 infection and
worsening cancer progression, even if it was not a
primary end point.

Research at Mount Sinai Health System in New
York, New York, published in Nature Medicine, looked
at whether inflammatory cytokine levels could
serve as a biomarker to predict disease course and
outcomes in patients hospitalized with COVID-19,
with 147 participants with COVID-19 having cancer,
among other comorbidities included in the study."

After following a total of 1484 patients, researchers
found that elevated IL-6 and TNF-o serum levels
at COVID-19 presentation were strong predictors
of disease severity and survival. However, when
looking at associations with a range of comorbid-
ities like diabetes and heart failure, they found no
association between cytokine levels and active
cancer. According to the researchers, these results
suggest multiplex cytokine profiling could help
stratify patients as well as guide resource allocation
and prospective interventional studies.

Understanding the relationship between
COVID-19 and cancer could inform treatment deci-
sions. A systematic review of 16 studies published
within the first year of the COVID-19 national
emergency even demonstrated that chemotherapy
can increase the mortality risk of COVID-19 among
patients with cancer. Specifically, chemotherapy
within the last 30 days before COVID-19 diagnosis
increased the risk of death for these individuals
after adjusting for confounding variables (OR, 1.85;
95% CI, 1.26-2.71). There were no safety concerns
surrounding immunotherapy, targeted therapies,
surgery, and radiotherapy (however, the authors and
Zou et al exchanged letters clarifying which surgical
patients were included in the study).'>*

The common denominator among these studies
is the investigators’ call for additional research.
Realistically, they write, it may take years to establish
a clear association between COVID-19 and cancer
progression, but that makes it even more important
to focus on research now. It is also important to
note that, even if the existing research cannot find a
clear association between the two, they do support
the need for biomarker testing to help understand
this association.

Patel told EBO his talks with payers have centered
on the need for broader biomarker testing to gain
a better understanding of the relationship between
prior COVID-19 and cancer and, more importantly,
to better understand risk factors of future patients.
In documentation provided to EBO supporting the
need for a study, Patel asserts that these trends, if
widespread, could have important cost implications
for payers and employers.

Specifically, he is calling for a multisite prospec-
tive observational study of postacute sequelae
SARS-CoV-2 infection (PASC) in patients who
are diagnosed with cancer. An outline of a study
protocol calls for following up to 10,000 patients
over 5 years; patients would be enrolled in commu-
nity oncology clinics. The primary end point would
measure PASC symptoms over time and the natural
course of cancer, correlation to stress, biomarkers of
inflammation, family history, social determinants of
health, and outcomes. (The study protocol docu-
ment was provided to EBO in an email.)

“One of the biggest things that we see with cancer
and COVID-19 is that cancer is a chronic disease,”
Patel said. “If we try to establish the link, it may take

years, but what worries me is that if indeed there’s a
link between COVID-19 and cancer, then the whole
world had COVID-19, practically.”

That widespread nature of COVID-19 means
insurers should pay for the common biomarker tests
outlined by the investigators in the Nature Medicine
study, he said. “We have to start covering these tests
to ensure that if we're studying the link between
COVID-19, inflammation, and cancer, these tests
are covered.” o

Mary Caffrey contributed to this report.
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Precision Medicine Takes on an
Increasingly Relevant but Misunderstood
Role in Oncology

Read more at: http://bit.ly/3zIFZLf
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