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Jane Kanowitz, MD, consults
with her patient at the Smilow
Cancer Hospital Care Center
in North Haven.
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A Chemo-toxicity Calculator
for Older Patients

he powerful toxins delivered in chemotherapy are designed to kill

cancer and save lives. But for older patients, those toxins carry a

higher risk and may be intolerable. On the other hand, age alone is

not a trustworthy indicator of risk, nor does a healthy appearance

necessarily mean that an older patient has the physical and mental
ability to endure a full regimen of chemotherapy. Oncologists faced with these risks
and unreliable markers may be reluctant to offer chemotherapy to older patients who
could benefit from it, or may offer it in dosages that do more harm than good.

The Cancer and Aging Research Group (CARG), a national association of
geriatric oncology researchers, has developed a validated tool to help physicians
and patients make informed decisions about chemotherapy for patients over the
age of 70. CARG’s “chemo-toxicity calculator” was recently tested in a six-month
study at 15 Smilow Cancer Hospital Care Centers as part of an American Society of
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Clinical Oncology Quality Initiative.
The team that designed and ran the
study expects the tool to change the
way chemotherapy is managed for older
patients throughout the Smilow Cancer
Hospital Network.

The tool consists of eleven questions
asked before a patient over 70 first
receives chemotherapy. The provider
and patient complete the form together
in about five minutes. Some questions
are factual: the patient’s age, cancer type,
levels of hemoglobin and creatinine,
and the proposed treatment schedule
(doses and type of treatment). Other
questions address the patient’s ability to
function: hearing, balance (how many
times has the patient fallen in the past
six months?), mobility (can the patient
walk one block?), autonomy (can the
patient self-administer medicine?), and
limitations on social activities caused by
physical or emotional difficulties. The
tool then calculates the patient’s risk on
a scale from 0 to 23.

“The tool predicts the risk of toxicity,
the risk of hospitalization, and the
need to either lower the dose of
chemotherapy or change the treatment
plan,” said Jane Kanowitz, MD, Principal
Investigator of the study and Assistant
Professor of Clinical Medicine (Medical
Oncology) and Medical Director of the
Smilow Cancer Hospital Care Center
in North Haven.

The tool also neutralizes uncon-
scious biases that can affect treatment.
“Oncologists who have been in practice
for decades have come to rely on their
clinical judgement and were surprised
by the calculator’s predictive risk in
some patients,” said Paula Pike, RN,
BSN, MSN/A, MBA/HC, NE-BC,
Clinical Program Manager for the
Smilow Cancer Hospital Network, and
a member of the project team. “Some
participants were really surprised at
what the tool stated for predicted risk.”

The medical literature suggests that
physicians overestimate or underesti-

mate how well someone will do on
chemotherapy about a third of the time.
“That’s substantial,” said Dr. Kanowitz.
“T've been using this tool for years and
I'm still sometimes surprised when
someone is predicted to do better or
worse than my perceptions of them. The
tool filters out those biases so we don’t
overtreat or undertreat people.”
“Oncologists have been ingrained
with the certainty that prescribing
chemotherapy is better than doing
nothing,” she noted. The CARG
calculator is intended to provide a more
nuanced view. “It also gives patients and
their families a better understanding
and allows them to make educated
decisions for themselves,” Dr. Kanowitz
said. “For instance, ‘T might live longer
but I'm not going to live better, and I'm
not sure that’s what I want.” The tool
also makes it easier to have the difficult
conversation about treatment, added Dr.
Kanowitz, because the risk calculation
is based on objective information, not
on the opinions of the doctor or patient.
The team is still analyzing data
from the study, but using the calculator
clearly altered treatment plans. Half
of the patients in the study received
a lower dose or a different treatment
following use of the tool. In a few cases,
very high scores led to a mutual decision
to forego chemotherapy for palliative
care. Ms. Pike recalled a case where
an oncologist had been certain that a
patient was too frail for chemotherapy,
but the tool predicted low risk. The
oncologist prescribed the full dose and
the patient tolerated the treatment well.
The project team also surveyed
Smilow’s oncologists about the tool.
About 80 percent called it valuable for
making decisions about treatment, and
75 percent said it helped them discuss
the risks of chemotherapy. Dr. Kanowitz
and Ms. Pike expect the final data to
make a definitive case for using the
CARG calculator despite the additional
few minutes it adds to a patient visit.

“I think the data will show that using
the tool can keep people out of the
hospital,” said Ms. Pike, “and also puts
the patient at the center, which helps
us learn what’s important to them and

to prepare a treatment plan that meets

. N
their goals of care.” \ »

“I've been using
this tool for years
and I'm still some-
times surprised
when someone is
predicted to do
better or worse

than my percep-

tions of them.

The tool filters out
those biases so

we don’t overtreat
or undertreat
people”

—Dr. Jane Kanowitz
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Giving Traction to
Great Ideas

or Andy Morse, Yale College Class of 1968, his pride in his alma mater

and a lifelong curiosity about scientific research led to admiration and

support of the vital work of Yale Cancer Center.
Managing Director of the Morse, Towey & White Group at
Hightower Investments, a wealth management firm in Manhattan,
Mr. Morse has travelled widely during his finance career. He sits on
the Board of Governors of the Weizmann Institute of Science in Rehovot, Israel.
The Institute’s mission to advance science for the benefit of humanity mirrors that

of Yale Cancer Center.

“Yale is one of those magical places, and there aren’t many of them, that has
tremendous intellect and heart, which are strikingly evident at its Cancer Center,” said
Mr. Morse. He serves on the Cancer Center’s Advisory Board, a group of volunteers who
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“When 1 first started talking with the Center’s staff,

I was bowled over by their sense of urgency for the

mission and extraordinary devotion to both

research and clinical care.”andy morse

assist the Center in achieving its goals and
objectives.

He applauds the Center’s unwavering
commitment to patient care and science,
citing its move at the pandemic’s
beginning to relocate Smilow Cancer
Hospital patients to other Yale hospital
facilities to accommodate patients with
COVID-19 in need of care.

“When I first started talking with
the Center’s staff, I was bowled over by
their sense of urgency for the mission and
extraordinary devotion to both research
and clinical care,” said Mr. Morse. “They
are not just smart men and women;
they are decent, astounding people from
countless countries and walks of life. The
Center’s urgent response was both elegant
and seamless.”

Yale Cancer Center, laser focused on
its mission and abiding desire to help
people, inspired Mr. Morse and his wife
Iris, a long-time cancer survivor. The
couple established the Iris and Andrew
Morse Fund for Cancer Research.

Driven by Mr. Morse’s interest in the
microbiome and Mrs. Morse’s desire to
support the life sciences, in its first year,
the Fund will focus on Yale Cancer Center
researchers investigating the micro-
biome’s role in cancer development,
growth, and treatment.

Host to bacteria, parasites, fungi and
viruses known as microbiota or microbes,
a healthy microbiome helps the human

body function and develop immunity
against disease. Recently, a growing
body of research has begun exploring
the impact of the microbiome—often
considered an organ because it is so
essential for certain diseases and their
treatment, including cancer.

“We're seeing that trillions of bacteria
and other microorganisms throughout
our body may stimulate cancer
formation,” said Yale Cancer Center
Deputy Director, Daniel DiMaio,
MD, PhD, Waldemar Von Zedtwitz
Professor of Genetics and Professor of
Molecular Biophysics, Biochemistry
and of Therapeutic Radiology. “In
addition, the microbiome clearly affects
the effectiveness of treatments like
immunotherapies and chemotherapies
on certain cancers for certain people.”

In Fall 2021, the Morse Fund will
support two to three internal pilot grants
for studies on the interplay between
the microbiome and cancer. “This is a
relatively new area,” said Dr. DiMaio.
“Yale has a few people working on it, but
we're really at the starting line. Andy and
Iris’s support will jumpstart new areas
of research.”

In science, funding at the earliest
stages of investigation is vital to
springboard new discoveries. The
National Institutes of Health and other
large institutions typically fund studies
when they are more well developed—

when, Dr. DiMaio said, essentially many
of the answers are already known. The
Morses wanted to go where larger funders
traditionally don’t.

“Andy asked from the beginning what
would be most useful,” said Dr. DiMaio.
“And the pilot funding is always vital.
A lot of really good ideas have difficulty
gaining traction because they are risky.
When we have flexible funds, we can try
risky things that may someday lead to
important breakthroughs.”

On Mr. Morse’s part, his comfort
with such risks goes back to curiosity and
trust in people and process: “With any
great advance or discovery, you've got to
give people room to make it happen. The
Yale Cancer Center team has a strong
sense of virtue and commerce. They
want to develop breakthrough drugs for
cancer. They make no bones about it,
and it’s all for a good reason. This is the
type of risk I am proud to get behind. I
always encourage my Yale classmates to
approach giving in the same way.”

Said Dr. DiMaio of Mr. Morse’s
perspective, “Andy is successful because
he is a risk taker, a visionary. He’s a
fantastic example of how one person
can influence a broader understanding
of cancer and lead to better treatments
and outcomes.” ( )
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Valentina Greco, PhD, received the 2021 Momentum Award from
A% the International Society for Stem Cell Research.

@ Joan Steitz, PhD, was named a Wolf Prize Laureate in Medicine
N

@ Chrystal Starbird, PhD, a postdoc in the Cancer Biology Institute
" laboratory of Kathryn Ferguson, PhD, has won one of the inaugural
Rising Black Scientist Awards from CellPress.

@ Stephanie Halene, MD, PhD, was awarded a 2-year, $250,000/

" year grant by the Vera and Joseph Dresner Foundation entitled
“Exploiting DNA repair defects in IDH mutant MDS via combination
therapies.”

{® Ranjit Bindra, MD, PhD, received a grant for $150,000 from The
A% Andrew McDonough B+ Foundation to support his team’s research
on targeting NAD metabolism in pediatric brain tumors.

@ Laura J. Morrison, MD, FAAHPM, received the 2021 American
. Academy of Hospice and Palliative Medicine Gerald H. Holman
Distinguished Service Award.

@ Prasanna Ananth, MD, MPH, was awarded a KO8 Career

" Development Award from the National Cancer Institute to support
her research project, “The Pediatric Advanced Cancer Experience
(PACE): Measuring Quality of End-of-Life Care for Children with
Cancer.”

@ Lieping Chen, MD, PhD, was elected as a Fellow of the American
Association for Cancer Research Academy.
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January 1, 2021 - June 30, 2021

@ Michaela Dinan, PhD, was awarded a Research Scholar Grant

A% from the American Cancer Society to fund her research project,
“Development of Cancer Survivorship Risk Models to Inform
Pathways of Care.”

@ Nikolai Podoltsev, MD, PhD, and Xiaomei Ma, PhD, received
%a generous three-year award from The Frederick A. DeLuca
Foundation. Other collaborators include Caroline Johnson, PhD,
Andrew DeWan, PhD, MPH, and Rong Wang, PhD.

@ Jill Lacy, MD, and Anees Chagpar, MD, MBA, MPH, FACS,
mn FRCS(C), were named Fellows of the American Society of Clinical
Oncology (FASCO).

@ Thomas Prebet, MD, PhD, received a UM1 Supplement from the

A% National Cancer Institute to fund his research project, “Integration of
single cell sequencing as a biomarker of PARP inhibitor response for
IDH1 and IDH2 mutated AML and MDS.”

@ Maryam Lustberg, MD, MPH, received a grant from the Alliance

¥% for Clinical Trials in Oncology to support her proposal, “PIN
ALLIANCE: Power in Numbers using Harmonized GWAS and
Toxicity Data.”

@ Lilian Kabeche, PhD, and Sidi Chen, PhD, were awarded the 2021

" Pershing Square Sohn Prize for Young Investigators in Cancer
Research, a prestigious award from the Pershing Square Sohn Cancer
Research Alliance.
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Smilow Cancer Hospital Care Center

stastonbury S Waterbury, Connecticut

* Totrington
* Hartford

Waterbury *
Hamden * Westerly, RI
* North Haven Waterford
Derby *

+ old Saybrook * *
Trumbull * Guilford *

Orange *

* Fairfield

* Smilow Cancer Hospital Care Centers

+ Smilow Cancer Hospital
New Haven, Connecticut

Greenwich

Smilow Cancer Hospital Care Center at Waterbury

(" ) The Smilow Cancer Hospital Care Center
CENTER AT A GLANCE

® A patient-centered focus on exceptional cancer care

in Waterbury partners with community

physicians to provide oncology care to

® Over 1,200 patient visits per month in medical oncology our patients. We offer full access to

® 900 infusion visits per month clinical trials through Yale Cancer Center,
® 40 staff members the only National Cancer Institute -

® Oncology Certified Nursing Staff designated comprehensive cancer center
® Multidisciplinary clinics with Smilow Cancer Hospital surgeons in Connecticut, and multidisciplinary

specializing in lung cancer and gynecological cancers cancer care with support from our

® Nutritional Counseling, Genetic Counseling, Social Work, dedicated patient care team.

Palliative Care, Tobacco Cessation, Patient Navigation, Healing Garden ) )
— Dr. Anamika Katoch, Medical Director

SMILOW CANCER HOSPITAL Victor Chang, MD
CARE CENTER AT WATERBURY ;fa"k_';et;e:beﬁkh VI'DD

. namika Katoch,
1075 Chase Pkwy, Suite B Dmitry Kozhevnikoy, DO
Waterbury, CT 06708 Elena Ratner, MD

Phone: (203) 755-6311 Kert Sabbath, MD
Karen Hammond, APRN
Stacey LaRosa, APRN, AOCNP
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Bohdan Pomahac, MD

Professor of Surgery
Chief, Plastic & Reconstructive Surgery

You are a pioneer in the field of plastic & reconstructive surgery, most notably
having performed the first face transplant in the United States and the first bilat-
eral upper extremity transplantation in the Northeast. For patients cared for at
Smilow Cancer Hospital, what current research will bring new innovation to our
operating rooms?

There are many areas of cancer reconstruction where innovation is leading care. New
indications, new technologies, and new problems all translate into plastic surgery
practice and drive innovation in our field. To name one, soon Smilow Cancer Hospital
will launch a new program in lymphatic surgery to help patients who have developed
lymphedema as a complication of their cancer treatment. In addition, our plastic
surgeons are here to support new programs, such as the oncologic spinal surgery
team. We are an active part of the multidisciplinary teams taking care of patients
with cancer. Whether it is a new clinical trial or a new technology, we are here to
support the care of our patients throughout their treatment.

There are many options available for women needing breast reconstruction. How
do you help your patients determine the best type of reconstruction for them?
There are many options and as | tell my patients, there is typically no one right or
wrong choice. Everyone has to decide based on their personal preferences and
stage of their life, and we as physicians can provide insight from the perspective

of future cancer treatment, patient’s
body physiqgue, and other factors.
Smilow Cancer Hospital has organized
webinars to provide updates on breast
cancer treatment and care, including
reconstructions, and we are organizing
pre-operative information sessions to
connect new patients with those that
went through the process in the past.

The final plan for each patient is a
result of dialogue between the patient’s
physicians and the patient, where both
sides learn more about the other one’s
perspective. Patients should feel well
informed prior to making their final
decision.

Planning for reconstructive surgery is
a multidisciplinary effort. How do you
and your colleagues integrate into the
team of medical, surgical, and radia-
tion oncologists and other specialists
delivering patient care?

This is where Smilow is truly unique.
Most of the time, our entire multidis-
ciplinary team is in the same location
during patient appointments and
evaluation, and communication and
conferencing together occurs in real
time. We are working on an even better
and more seamless system for the near
future. COVID has put some restraints
on our physical space, but as the pan-
demic is diminishing, our ability to bring
our teams back together will improve.
Our multidisciplinary team is growing in
all disciplines, including plastic surgery.
We are focused on the diversity of our
faculty to reflect the diversity of the pa-
tient population we help to take care of.
Patients are in good hands at Smilow!
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