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I am certain that our
subscribers will agree
that our coverage

of COVID-19 should
be widely available.
Making it open-
access 1s consistent
with best practices in
journalism today.
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We are in this together

Dear Reader,

As the leading independent source of
news in oncology, The Cancer Letter has
decided that it is our moral imperative
to provide coverage of COVID-19 free of
charge until this crisis is resolved.

Our colleagues at other premier news
publications and scientificjournals, too,
are removing paywalls on material re-
lated to the pandemic.

This is clearly the right thing to do for
you, our readers, the courageous people
on the front lines.

Through our award-winning investiga-
tive reporting, through conversations
with leading experts, and through
guest editorials from leaders in oncol-
ogy, The Cancer Letter will continue to ex-
plore how COVID-19 affects our unique
readership.

This coverage of COVID-19 is now con-
solidated on one landing page.

Even amid the pandemonium, we can
see that cancer scientists and clinicians
stand poised to play key roles in finding
effective treatments for this disease.
Oncology has built a unique clinical tri-
alsinfrastructure capable of generating
answers rapidly and reliably. Oncology,
immunology, and rheumatology have
been crossing paths for decades, and
now they intersect in a manner never
seen before.

Inyears to come, COVID-19 will redefine
medicine—including oncology—and
The Cancer Letter will be there, provid-
ing reliable, authoritative information
about events affecting you and the
world we live in.

| am certain that our subscribers will
agree that our coverage of COVID-19
should be widely available. Making
it open-access is consistent with best
practices in journalism today.

Our ongoing reporting on oncology
issues that brought you to us will con-
tinue, and, as this crisis unfolds, we will
place this content back behind the pay-
wall. The Cancer Letter is now in its 46th
year of publication, and we will be here
for decades to come.

Taking down the paywall for our
COVID-19 coverage is not something we
take lightly. Over 90% of The Cancer Let-
ter’s revenues come from subscriptions,
less than10% from advertising, and only
a fraction of advertising comes from
pharmaceutical companies. Subscrib-
ers like you keep our lights on. | hope
you will support our ongoing coverage:

« Ifyour institution or your compa-
ny doesn’t have a subscription,
please forward our limited-time
offer to your leadership. We will
provide a discounted first-year rate
on a subscription, as well as a free
advertising package. For a quote,

please reach out to katie@cancer-

letter.com.

. Ifyoudon’t have an individual sub-
scription, please consider purchas-
ing one. Individual subscriptions are
available for purchase on our web-
site. Select “monthly recurring” or
“annual” and enter the code TRUTH
at checkout to receive $165 off your
subscription. This offer is valid for
new and lapsed subscribers only.

- Discounted advertising for all
current institutional subscribers.
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Fora short time, we are offering
15% off on all advertising to any
subscriber of The Cancer Letter. Our
readership numbers have doubled
in recent months. Now is the time to
advertise your job openings, virtual
meetings, and more. We will honor
this rate for any ads purchased be-
tween now and April 30; however,
you are free to schedule those ads
beyond that date. Please download
our media kit and contact katie@
cancerletter.com to learn more.

New coverage and
submission guidelines

The Cancer Letter’s coverage of COVID-19
is consolidated on this landing page,
which we will continue to update as this
crisis unfolds.

If you would like to be notified of new
issues and special reports, please join
our mailing list. We also post about our
latest stories on Twitter.

In addition to our in-depth reporting on
COVID-19 issues, we have also expand-
ed our news briefs to include a section
exclusively devoted to COVID-19 news.

The Cancer Letter is accepting sub-
missions of:

Press releases related to COVID-19
and cancer. To submit, please add

newscancerletter.com to your

distribution list.

Guest editorials and commentary.
To inquire about submissions,
please contact me directly at paul@
cancerletter.com. Big ideas and
rough drafts are welcome.

The Cancer Letter is your platform
for news you can act on. We are in
this together.

REACH PEOPLE WHO MATTER
IN ONCOLOGY

Advertise your meetings and recruitments in
The Cancer Letter
and The Clinical Cancer Letter

Find more
information

or visit:
http://cancerletter.com/advertise/

INSTITUTIONAL
PLANS

Allow everyone in your organization to read
The Cancer Letter and The Clinical
Cancer Letter.

Find
subscription plans

or visit:
http://cancerletter.com/subscribe/
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FRIENDING VIRAL FOES:
THE ZIKA STORY AND
(PERHAPS) LESSONS

FOR COVID-19

Onarecent call with directors of cancer centers, NCl Director
Ned Sharpless reminded us that quarantines present

opportunities for scientists to think deeply.

N ed illustrated his point with an ex-
ample from outside the cancer field:

In1665, a college kid named Isaac New-
ton was sent home from Cambridge to
go into social isolation for what became
known as the Great Plague of London.
He returned to Cambridge a bit more
than a year later, bringing back the
foundations of calculus, his theory of
optics and, depending on whom you
talk to, the theory of gravity.

Although our time is different from
Newton’s, under normal circumstanc
es, today’s scientists are swamped,

By Scott M. Lippman, MD

Director, Moores Cancer Center;
Distinguished Professor of Medicine, Chugai Chair;
Associate vice chancellor Cancer Research and Care,
University of California, San Diego School of Medicine

performing or overseeing day-to-day
experiments, mentoring, teaching,
grant-writing, and traveling to confer-
ences, all of which doesn’t leave much
time to pause, reflect deeply on our re-
sults and place themin a larger context
of biology and medicine.

Today’s COVID-19 pandemic urges us
to think big.

As cancer scientists, we find ourselves at
a cross-section of oncology, rheumatol-
ogy and infectious disease. They haven't
merged into a monolithic science, and
may not need to, but more than ever, we

are finding these three disciplines at the
same intersection. Call it the COVID-19
Interchange.

[A related commentary by cancer im-
munologist and “Checkpoints” lead
singer Rachel Humphrey, head of R&D
TIO Bioventures Discovery Engine and
chief medical officer, Treadwell Thera-

peutics, appears on page 9]

As cancer people, we have developed
an institutional insfrastructure—the
NCl-designated cancer centers, the
national clinical trials infrastructure—
that’s unique in medicine. And, for a
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long time now, oncologists, drug de-
velopers and the FDA have been speak-
ing the same language. If we are able
to maintain our cool heads even as the
world around us continues to crum-
ble under the onslaught of COVID-19,
we will be able to answer questions
quickly—and to produce transforma-
tive science.

As director of a cancer center, | remind
myself that this is the challenge all of
us trained for, this is the infrastructure
we built. This infrastructure took a long
time to build. In an oral history in 1997,
former NClI Director Vincent DeVita said
he regarded the institute’s Viral Cancer
Program as “one of the greatest contri-
butions to science.”

Atthe time, DeVita said that he counted
seven Nobel Prizes that are attributable
to the program. Without bean-count-
ing the Nobels, let’s just say that, surely,
there have been others since.

DNA viruses such as HBV and HPV are
well known for their roles in cancer de-
velopment, and interplay with RNA vi-
ruses and cancer. For example, HIV ret-
rovirus infection leads to compromised
immunity and with DNA viruses, cause
Kaposi’s sarcoma, aggressive B-cell lym-
phomas, and cervical cancer.

Importantly, the cytokine release syn-
drome, seen in several viral diseases,
was observed as an adverse event in
CAR T-cell therapy and managed with a
drug approved in rheumatology. Drugs
that were used to control CRS in the
CAR T-cell setting are now being tested
in COVID-19 (The Cancer Letter, March 27).

Listening to Zika

While viral epidemics pose severe chal-
lenges to society, there are instances
where thoughtful efforts can turn
these foes into potential friends in the
fight against cancer. This is also a case
study in thinking deeply, following sci-

entific leads, breaking silos—and just
sheer luck.

| believe that in the midst of COVID-19,
and based on this conceptual back-
ground, it may be informative to con-
sider the 20152016 viral outbreak—the
case of Zika virus.

Zika virus was initially isolated in 1947
from a monkey in the Zika forest of
Uganda, followed by identification
in mosquitos in the same area, lead-
ing to its naming—only later skipping
species to humans. ZIKV infection was
initially thought to cause a self-limiting
and mild febrile disease—until a wide-
spread epidemic of Zika virus (ZIKV)
infection was reported in 2015 in South
and Central America and the Caribbean.

While infected individuals can often
be asymptomatic or have only mild
symptoms, of mounting concern were
reports linking ZIKV infection to fetal
and newborn microcephaly.

This devastating viral outbreak stimu-
lated remarkable research first reported
in 2016 is uncovering Zika mechanisms
that may allow scientists to turn this vi-
ral foe against babies into a cancer foe
against stem-cell mediated drug resis-
tant mechanisms.

One day after a report, led by Florida
State University researchers showing
that Zika virus infects and kills neural
precursor cells (i.e. neural stem cells
and neural progenitor cells), a postdoc-
toral fellow, Zhe Zhu, in the laboratory
of Jeremy Rich, who at the time was at
Cleveland Clinic, hypothesized that Zika
could be useful in targeting drug-resis-
tant cells within glioblastoma, the can-
cer stem cells, which share many char-
acteristics with neural progenitor cells.

Rich is now a professor at the Depart-
ment of Medicine, Neurosciences, and
director of the Neuro-Oncology and
Brain Tumor Institute at UCSD Moores
Cancer Center.

In today’s science, Eureka moments
are documented in emails. Here
is Zhe Zhu's:

From: Zhu, Zhe

Date: Thu, Mar 31, 2016 at 117 PM
Subject: ZIKA VIRUS in glio-

ma stem cells

Cc: Rich, M.D., Jeremy

HiJeremy,

There was two Cell stem cell paper
coming out yesterday, | would like
to discuss with you about Zika vi-
rus in glioma stem cell/GSC vs DGC
function. It will be a very fast proj-
ect, | have already discussed with
the Corresponding author at Flori-
da state university, Dr. Tang about
collaborations

http://www.bio.fsu.edu/fac-
ulty-tang.php

Let’s talk about the possibilities,

Best, Zhe

One additional element not contained
in this email, but in later discussions to
pursue Zika, was a report that AXL ex-
pression in GSCs served as the Zika cell
surface receptor—a conclusion that has
since been called into question.

As Zhu predicted, his project
moved quickly.

In collaboration with laboratories at
Washington University led by Michael
Diamond and Milan Chheda, Zhu
demonstrated that Zika was a potent
and specific killer of highly resistant
glioblastoma stem cells.

By manipulating the genetics of the Zika
virus, even greater specificity for glio-
blastoma was found, based on inter-
feron responses. After transition of the
Rich laboratory to the Moores Cancer


https://history.nih.gov/archives/downloads/devitainterview.pdf
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http://www.bio.fsu.edu/faculty-tang.php
http://www.bio.fsu.edu/faculty-tang.php

FOLLOW US
(0]}
TWITTER

@TheCancerLetter

THE CANCER LETTER | APRIL3,2020 | VOL46 | ISSUE14

Center at University of California, San
Diego, these studies were complet-
ed and results published in ] Exp Med
(2017 Oct)—withinjust a year following
the outbreak.

Rapidly, other groups confirmed these
findings and used additional efforts to
modify the Zika virus.

Independent reports published Jan.
16 in Cell family journals, Cell Reports
and Cell Stem Cell, originated from two
groups at UC San Diego School of Medi-
cine and Moores Cancer Center.

“Talk about chance,” Rich said to me—
two labs working at the same time and
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knockout cells retained the ability to
be infected.

Working independently, without knowl-
edge of each other’s efforts, the Rich
laboratory—in collaboration with the
laboratories of David Cheresh and Alys-
son Muotri at UCSD—used an extensive
trial-and-error, surface integrin-anti-
body screen, finding that Zika killed
glioblastoma stem cells to a far greater
degree than normal human brain cells.

Since normal neuro stem cells also ex-
pressintegrina B , a therapeuticindex
needs to be established to specifically
kill GBM cells. Tarig Rana’s lab lever-
aged orthogonal discovery efforts to

I believe that in the midst of COVID-19, and

based on this conceptual background, it may

be informative to consider the 2015-2016 viral
outbreak—the case of Zika virus.

same place—only to become aware of
the other group’s work when notified by
Cell, which coordinated the submissions
to come out the same day. The two pa-
pers were put into context by an accom-
panying Perspective piece.

The elusive receptor

One of the challenges in effective on-
colytic viruses has been the absence
of selective viral entry into tumor cells,
often because the receptors or inter-
nalization pathways have not been well
characterized for a virus or the relevant
tumor type.

Although AXL was initially thought to
facilitate Zika entry into some cell types,
this was later disproved—normal AXL
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both identify integrin a 8, as an essen-
tial node in the entry of Zika into brain
tumor stem cells. Rana used CRISPR
gene-editing technique, selectively de-
leting specific genes from GBM stem
cells then exposed each mutant to the
Zika virus.

The story of Zika illustrates that viruses
may be cancer’s enemy—and, to us, a
valuable friend.

Rather than relying on a small number
of viruses as possible therapies in a di-
verse set of cancers, the evolutionary
drive of viruses to adapt to specific nich-
es and cell types may offer improved
therapeutic modalities to selectively
target resistant tumor populations:
conceptually, precision viral oncology.


http://twitter.com/thecancerletter
https://www.livescience.com/58790-crispr-explained.html
https://www.livescience.com/58790-crispr-explained.html
https://www.livescience.com/65269-stem-cells.html
https://www.livescience.com/65269-stem-cells.html
https://www.cell.com/cell-reports/fulltext/S2211-1247(19)31491-3
https://www.cell.com/cell-stem-cell/fulltext/S1934-5909(19)30471-0
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What cancer immunologists

are doing about COVID-19

I t's hard to fathom the number of sci-
entific discoveries that are exploding
from the COVID-19 disaster. Though
there may be tumbleweeds on every
street around the globe and impotent
silence in the shuttered stores of every
town, the scientists at the frontline of
this epidemic are busier and more ener-
gized than they've been in a long time.

The tragedy and confusion of our cur-
rent reality will linger for a very long
time to come, but the history of med-
icine is likely to look back on these
months with humbled reverence
and gratitude.

The strategies anyone might use to
study and combat the virus are diverse,
and they depend on the context and
focus of a given scientist’s work. Phy-
sicians who are supervising the care

By Rachel Humphrey, MD
Head of R&D, TIO Bioventures Discovery Engine;

Chief medical officer, Treadwell Therapeutics;

Lead singer of The Checkpoints, the house band of the Society for Immunotherapy of Cancer

of hospitalized patients have first-
hand access to the natural history of
the disease.

Bench scientists with access to clinical
samples are uniquely suited to dissect
the biological underpinnings of the
clinical picture. In collaboration with
an extremely responsive and support-
ive global regulatory community, a
broad array of clinical and bench-based
scientists is generating a whirlwind of
hypotheses—and potential therapies
are flying off the shelf. Clinical studies
are starting in record time, and great
ideas are speeding from white board
to publication in weeks. These are the
worst of times, but they are also the
best of times.

To read the pulse from the front lines, |
connected with a ready-made commu-

nity of world-class physicians and scien-
tists who assembled in 2007 because of
their mutual love of immunology and
also because of their mutual love, of all
things, music.

The group, a blues-rock band called
The Checkpoints, is composed of glob-
al leaders who are leveraging their deep
knowledge of the immune system to
assist in the battle against COVID-19.
They include multiple heads of cancer
or immunotherapy departments in
major American institutions, former
and current presidents of the Society
for Immunotherapy of Cancer (SITC),
and a Nobel Prize-winning scientist (The
Cancer Letter, Oct. 5, 2018).

What do we know today? What are
these folks seeing in their COVID-19-in-
fected patients and in their own per-


https://cancerletter.com/articles/20181005_1/
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sonal scientific explorations? What are
the ongoing hypotheses that drive the
emerging clinical studies, and what
can we say about the rapid evolution of
medicine, in light of their ongoing work?

To get some answers, | reached out to
members of the band and conducted
structured interviews around these
questions. While the content of their
responses overlapped considerably, |
was surprised to find that each of them
came from meaningfully different
angles and that their integrated story
was richer than I'd found from any one
member of the group. Relevant refer-
ences for further reading are provided
at the bottom.

Here’s what | learned.:

By way of introduction

As we've been hearing routinely
throughout the past weeks, up to 25%
of COVID-19-infected people don’t expe-
rience symptoms at all and may never
know that they’'ve been infected. For
everyone else, key symptoms center
around the lungs, where patients’ expe-
riences could range from a benign and
short-lived dry cough to deadly diffuse
lung failure requiring artificial ventila-
tion in the ICU.

What has been emergingin the last few
weeks, though, is that the constellation
of meaningful symptoms isn’t confined
to the lung. Some patients experience
Gl symptoms (e.g. severe diarrhea) and/
or a loss of their sense of smell as the
primary symptom.

Kidney injury, bone marrow reduction,
and severe heart damage are also seen.
A rare disorder previously associated
with other viral infections and certain
T cell-based immunotherapies, second-
ary hematophagocytic lympho-histio-
cytosis (sHLH), was identified in some
COVID~19 subjects within the past few
weeks, and the observations of phy-
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sicians in the UK was published in the
Lancet last Saturday.

Cancer doctors who have been study-
ing the immune system for the last
two decades recognize the symptoms
of COVID-19 infection from their ex-
perience in oncology. To them, the
constellation of toxicities in some in-
fected patient looks like an immune
response run amok.

Theirthinkingis that when key elements
of the immune system are kick-started
by the virus, an over-ambitious immune
response in some patients will lead to
life-threatening fulminant multi-organ
failure. If this explosive blast of immuni-
ty occurs early enough in the infection,
they reason, the patient may die be-
fore the virus has the chance to be fully
cleared from the body.

The scientific tools we need to dissect
the myriad of open questions are avail-
able in ways that the victims of the 1918
Spanish flu epidemic couldn’t leverage
100 years ago. These tools include anin-
timate knowledge of the immune sys-
tem, derived from years of study in the
context of HIV infection, autoimmune
diseases and cancer.

Additionally, large networks of multi-
national collaborations that were ini-
tiated in recent decades increased in
size and number dramatically in the
last few weeks. “Basket clinical studies”
that enable physicians to test lots of
potential therapies in a single clinical
study are now opening in record times
at a scale and global reach never seen
before. Bioinformatics technologies to
help design vaccines has also entered
the scene within the past few decades.

What we know
Let’s start with what we know today,

and by “today” | mean observations
made as recently as yesterday.

The short answer is that no one knows
anything with certainty, and for that
reason we must interpret the following
with caution. We need to recognize that
the definitive answers are still weeks,
possibly months, away. Solid and schol-
arly hypotheses abound. They include
the observations that symptoms in se-
riously ill COVID-19 patients resemble
familiar symptoms in the settings of
other viral infections and cancer.

1. “Cytokines”—helpful or hurtful?
Many clinicians are observing high
serum levels of key cytokines, like
[L-6 and IL1, in the sickest patients
with COVID-19. Cytokine stormis a
familiar event to oncologists, seen
in patients with cancer who receive
CAR T immunotherapy. In this
setting, the powerful anti-cancer
effect of CAR Ts puts the system
into overdrive, increasing expres-
sion of cytokines and creating clin-
ical symptoms that look very much
like those in critically ill COVID-19
patients. The running hypothe-
sis, then, is that cytokine release,
usually a necessary element of the
normal response to viral infection,
becomes unacceptably highin
some patients for reasons that are
poorly understood. The high levels
of cytokines overwhelm normal
body systems, causing injury, par-
ticularly in the lung.

Open questions here include: if cy-
tokines are a necessary feature of the
anti-viral immune responses, what are
the consequences of inhibiting them in
some patients? How can we distinguish
those patients that must have inhibition
of cytokines from those that might be
harmed by it, and if we end up conclud-
ing that cytokines must be blocked, is
inhibiting one cytokine enough? Do we
need toinhibitin a combination of more
than one? If so, which ones?
2. Cellularimmunity—helpful or
hurtful? The response of activated
T cells to the virus is traditionally
thought to be a key component of
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the immune response to the virus.
However, enhancing T cell immu-
nity with T cell checkpoint block-
ers (e.g. CTLA-4 of PD-1 pathway
inhibitors) in cancer patients can
also cause life-threatening inflam-
mation in the lungs (pneumonitis),
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while the pneumonitis from COVID-19
apparently does not.

Still, caution is appropriate. The Na-
tional Comprehensive Cancer Network
will be releasing guidelines shortly on
the treatment of cancer patients with

In collaboration with an extremely responsive
and supportive global regulatory community, a
broad array of clinical and bench-based scientists
is generating a whirlwind of hypotheses—and
potential therapies are flying off the shelf.

the same type of pneumonitis that
is seen in COVID-19 patients. Could
it be that the pneumonitis in the
two clinical settings are related due
to an over-active cellularimmunity?
Could it be that direct lung damage
by the virus at the point of entry

in the respiratory track increases
the sensitivity of that tissue to the
adverse effects of T cell stimula-
tion, and are there already bacteria
in the lung microbiome in some
patients that predispose them to
damage by an active anti-viral T
cell response? These are questions
that need answetrs.

Consequently, there’s lots of ongoing
discussion about whether it’s appro-
priate or even safe to apply checkpoint
blockade to cancer patients who are
in the midst of an active, even mild,
COVID-19 infection. However, there’s
evidence that the types of lung dam-
age in the cancer vs. infection setting
may be different, and the caution that
might lead physicians to stop check-
point blockade in cancer patients may
be misplaced. Pneumonitis from check-
point blockers respond to anti-TNF,

99

checkpoint blockers during the period
of COVID-19 infection.

Some scientists think that T cells ar-
en’t the culprit in lung damage during
COVID-19 infection. Stimulation of other
cells in the lung microenvironment, like
macrophages, may make the difference.
If confirmed, this line of reasoning could
lead to other forms of therapy during
COVID-19 viral infection. Interestingly,
anti-malaria drugs like chloroquine and
hydroxychloroquine inhibit production
of pro-inflammatory cytokines by anti-
gen presenting cells and macrophages,
and this explains in part why clinicians
have tested their use in infected pa-
tients. However, anti-malarial drugs
don’t have target specificity and may be
inhibiting desirable biological functions
that patients need to fight the virus. An-
tibodies, which more precisely target
specific cytokines of interest may be
better suited to treat patients.

Open questions hereinclude: Isitever
appropriate to amplify the T cell re-
sponse as a means of clearing COVID-19
faster, perhaps early in the infection
when such a boost to the immune sys-
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tem may be useful? Or is such treat-
ment always likely to exacerbate the
life-threatening symptoms? In chronic
viral infections, T cell stimulators can be
helpful, but what about in acute infec-
tions? Will they cause harm? What are
the other predominating cells that play
arolein COVID-19, and what are the im-
plications for treatment options?

3. The timing of the various immune
responses may matter. In the
normal response to an infection
like COVID-19, all elements of the
immune system may be import-
ant. Antibodies, a first pillar in the
immune system, can directly clear
virus, and/or mark virally infected
cells for destruction. T cell stimula-
tion, a second pillar, causes a direct
attack on virally infected cells, as
it does for cancer cells, and cyto-
kines, the third pillar, play a role
as non-specific overarching stim-
ulators of immune function. The
timing, relative importance and/or
relative magnitude of these inde-
pendent and interdependent ele-
ments of the immune system likely
impacts the course of COVID-19
infection. Each arm of the immune
system causes a different constel-
lation of symptoms, depending on
the magnitude of the response.
Each arm is activated at different
times in the immune response and
the choreography between them
is likely an important factorin
patient outcome.

Open questions here include: can we
use therapeutic intervention to impact
the timing and magnitude of multi-
ple arms of the immune system, and,
again, can we better select patients
who need one type of immune support
over another?

4. Key differences between people
may impact how they respond to
the virus. The conditions within
each person that govern how they
might respond to the COVID-19
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virus clearly differ between people.
Otherwise, we wouldn’t be seeing
such a diverse array of outcomes.
But what are these differences?
Candidates include genotypic
differences (e.g. HLA type), pheno-
typic differences (e.g. age of con-
dition of the immune system) or
environmental elements (e.g. the
patient’s lung microbiome, the size
of mechanism of viral inoculum,
co-morbidities like cancer or other
infirmities).

An open question that covers all the
hypotheses: as we drive a better un-
derstanding of which drugs to give
these patients and when to give them,
one big open question is at what dose
and for how long.

In pursuit of the answers

In response to this massive list of in-
coming observations, hypotheses and
uncertainties, physicians and scientists
around the world are rapidly creating
resources to answer these questions.
Taskforces are forming. Dropboxes
filled with papers are being populated
and shared. Clinical protocols are be-
ing disseminated and conducted wide-
ly. Cytokine panels are being added to
research—and lots of information is
already out there.

At the University of Chicago, where
Thomas Gajewski, AbbVie Foundation
Professor of Cancer Immunotherapy,
is spearheading the bedside to bench
to bedside work, there is a systemat-
ic effort to understand who benefits
from the candidate therapies and who
doesn’t. Bio-banked serum from cancer
patients who experienced pneumonitis
from checkpoint blockade is being com-
pared to newly bio-banked serum from
COVID-19 patients, with some of those
patients receiving anti-viral agents, cy-
tokine blockers, or hydroxychloroquine.
In this way, the two fields are learning
from each other.
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Resident microbes in the airways are
being evaluated from the diagnostic
nasal swabs. That material is being se-
quenced to see if specific microbiotal
patterns predispose some patients to
worse outcomes than others. Germline
polymorphisms that are known to be
linked to susceptibility to other viruses
are also being evaluated in the context
of the course of COVID infection.

The magnitude of the T cell and Ab re-
sponse is being analyzed with respect
toviral clearance as well asimmune pa-
thology. This work will be very import-
antindefining opportunities to develop
treatments in real time—building on
the learnings from oncology to serve
the current state of the pandemic.

At the University of Pittsburgh Medical
Center, a broad catchment of patients
across a community cancer network
may enable bio-clinical sample col-
lection from a wide range of patients
(healthy and sick). There, Jason Luke,
associate professor of medicine in the
Division of Hematology/Oncology and
the director of the Cancer Immuno-
therapeutics Center within the UPMC
Hillman Cancer Immunology and Im-
munotherapy Program, and his col-
leagues plan to prospectively follow
the natural history of the illness and
determine which patient characteris-
tics, from among the full spectrum of
those listed above, are associated with
various forms of viral response.

Routine screening of up to 1,000 pa-
tients to see who becomes sick over
weeks or months will make a valuable
contribution to the treatment of this
virus over time. Early serological evi-
dence of metabolites of cytokines, for
example, may predict who will get sick.
Following the magnitude and pattern of
changes over time could help time ther-
apeuticinterventions. Hence, while oth-
ers are looking to find therapies now,
Dr. Luke’s teams are thinking ahead to
better understand the natural history

of the disease for people with all types
of clinical responses.

At UCLA, John Timmerman, associ-
ate professor of medicine at the UCLA
Lymphoma Program, is encouraging lo-
cal efforts for transfer of convalescent
serum from recovered patients into
sick patients, a strategy that is under-
way around the world. This approach,
successfully developed by the early pi-
oneersinimmunology in the 1918 Span-
ish flu pandemic, has also been used to
treat outbreaks of polio, measles, and
mumps. Hence, under Dr. Timmerman’s
care the principles of sero-therapy laid
out by Pasteur, Koch, and Erlich are be-
ing explored in collaboration with doc-
tors at The Johns Hopkins hospital.

At the Parker Institute for Cancer Im-
munotherapy, Lisa Butterfield, vice
president of research and development,
and the teams in clinical development
and informatics are working to wide-
ly distribute informatics technologies
and standard operating procedures
forimmune profiling) and strengthen-
ing and unifying procedures so scien-
tists and clinicians can work from the
same toolbox.

At Washington University in St. Louis,
Dirk Spitzer, assistant professor of sur-
gery, and his team is in the process of
developing a therapy that is based on
blocking the virus from entering the
host cells using soluble ACE2 receptors.
This approach is considered relatively
straight forward, is universally applica-
ble, and does not require generation of
monoclonal antibodies.

Once the biologics have been validated
in tissue culture, animal work in ferrets,
a species that has been recently report-
ed tosupportreplication of SARS-CoV-2
leading to COVID-19 like symptoms, will
be conducted. If studies in ferrets show
reduction in symptom severity upon ad-
ministration of soluble ACE2 biologics,
an expedited transition into the clinicis
envisioned.
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Among the myriad of agents in testing
around the world, there are many strat-
egies. (1) anti-viral drugs as an early in-
tervention, (2) blockers of immune over-
activity to prevent cytokine storm, and
(3) passive immunity (antibody transfer)
for those whose own immune system is
failing to clear the virus. Arguably the
biggest holy grail, vaccination for pro-
phylaxis, is a clear focus of the work of
scores of teams around the world.

As of today, nothing has been defini-
tively proven to be effective, but we’'ll
getthere. I've no doubt. The sheer mag-
nitude and speed of the effort is im-
pressive. The remarkable collaboration
between doctors, scientists, regulators
and patients cannot be underestimated.

Pulling it all together

Pulling it all together, it's easy to see
that lots of organizations are racing to
the cure for this unprecedented and
tragic global pandemic. In their work,
they are building from learnings across
therapeutic areas to find and define a
new “mechanism-based” backbone of
medicine. On the shoulders of giants,
these talented men and women use
their understanding of the immune
system to guide effective therapies for
the deadly COVID-19 infection.

“The remarkable thing,” John Timmer-
man says, “is that our understanding of
the immune system was relatively prim-
itive until the early 1980’s, when mono-
clonal antibody technology was intro-
duced. This allowed us for the first time
to characterize immune cells based on
surface markers (CD antigen system).
When the HIV epidemic arrived in the
early 80’s, we began to understand the
immune system and the effects that
this devastating HIV virus had upon it.
Billions of dollars flooded into immu-
nology research around the world and
led to a deepening of our understanding
of immune regulation.

“A decade later, this knowledge was
ready to be applied to the field of cancer
immunotherapy. Therefore, the HIV ep-
idemic, as catastrophicasitwas, helped
to catalyze the modern science of im-
munology and, interestingly, has now
led us to a high level of understand-
ing that we need to tackle the current
COVID-19 pandemic.

“Interleukin 2 (IL-2), an important cy-
tokine, was first identified by Robert
Gallo in the early 1980’s at the NIH in
the context of the AIDS epidemic. The
Il-2 was then used to cultivate CD4
cells and to grow HIV in the laborato-
ry. Later, recombinant IL-2 was used
by Steve Rosenberg (Chief of the NCI
Surgery Branch) in high doses to treat
cancer, leading to some of the earliest
successes in anti-cancer use of the im-
munotherapy. Here we come full circle
from AIDS to cancer and to COVID-19,
as oncologists bring the knowledge we
have in cancer immunotherapy back
to our colleagues studying severe viral
infections.”

We can't forget, though, that this long
list of anecdotes and greatideas is swirl-
ingin a sea of a global pandemic—with
thousands of patients sick or dying,
health care workers risking their lives
in the service of the greater good, lab
workers redeployed to support patient
care, and a world full of people hold-
ing their breath in the hope that their
loved ones stay well. To those who are
truly at the front line of care we offer
sincerest thanks.

Together we'll get through it—with all
hands on deck.
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Neel spoke with
Matthew Ong, associate editor of
The Cancer Letter.
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A COVID-19 update
from New York:

ey “The only thing | hear at night
NI now is the wail of ambulances”
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I don’t think anybody
who’s alive has
experienced anything
like this at all, unless
they’ve possibly been
In a war zone. Even
then, this is a very
unusual war zone.
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Benjamin Neel, MD, PhD
Director, Laura and Isaac Perlmutter Cancer Center;
Professor, Department of Medicine, New York University Grossman School of Medicine
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I t's ajump that’s hard to fathom:

Two weeks ago, there were 600 detected
COVID-19 cases in the state of New York.
At this writing, there are over 100,000
confirmed cases, a170-fold increase that
has filled hospitals and depleted medi-
cal supplies at an unprecedented scale.

“I don’t think anybody who's alive has
experienced anything like this atall, un-
less they've possibly beenin a warzone.
Even then, this is a very unusual war
zone,” said Benjamin Neel, director of
the Laura and Isaac Permutter Cancer
Center and a professor in the Depart-
ment of Medicine at the New York Uni-
versity Grossman School of Medicine.

“Certainly, | haven’t experienced any-
thing like this,” Neel said to The Cancer
Letter. “l think it’s pretty clear that this
is the largest public health emergency,
easily, in this century—probably the
biggest since the avian flu epidemic
in 1918—and maybe the largest pub-
lic health emergency in the history of
the country.”

According to 2016 data from the Amer-
ican Hospital Association, 6.1% of New
Yorkers are uninsured, and there are
2.66 beds per1,000 New Yorkers.

Over half of the 100,000 cases state-
wide were detected in Manhattan and
the four neighboring boroughs, making
New York City the latest epicenter of the
COVID-19 outbreak—nearly 1,600 have
died at this writing. City data show that
the 2,449 intensive care unit beds are
nearly at capacity, even as health offi-
cials expect more patients to show up.

At the NYU Langone Health system,
a surge of patients sickened by SARS-
Cov-2 has filled its hospitals, forcing
the reopening of Tisch Hospital—one
of the older hospitals that has been
partly closed.

“Our hospital is pretty close to its nor-
mal capacity in beds. The hospital has
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been transformed into a largely COVID
hospital,” Neel said. “Also, we've used
other facilities that are adjoined to our
superblock to expand our capacity.

“| hear that we still have another seven
to10to14 days—I'm notreally an expert
on that estimate—but we have more
time to go and more patients will be
comingin. 'm confident that [the curve
is] not flattening that much.”

Patients with cancer, too are showing up
with evidence of COVID-19.

“We've seen patients come in for pre-
sentation with a likely abdominal neo-
plasm, and they have ground glass le-
sions on their lungs that are now sort of
recognized immediately as COVID, and
they’re asymptomatic,” Neel said.

Updated data from Italy show that
about 16.5% of people who die from
COVID-19 are patients with cancer,
based on a sample of 909 patients. The
vast majority of patients in the study
sample have one or more comorbid con-
ditions. An earlier review of the fatality

DATA FROM ITALY: MOST COMMON COMORBIDITIES
OBSERVED IN COVID-19 POSITIVE DECEASED PATIENTS

Diseases

Ischemic heart disease
Atrial Fibrillation
Heart failure

Stroke

Hypertension
Diabetes

Dementia

COPD

Active cancerin the past 5 years
Chronic liver disease

Chronicrenal failure

N %
249 27.4
209 23.0
149 16.4
109 12.0
668 73.5
286 31.5
146 16.1
166 18.3
150 16.5
42 4.6
216 23.8

Number of comorbidities

o comorbidities
1 comorbidity
2 comorbidities

3 comorbidities and over

19 21
197 21.6
223 24.5
470 51.7

The most common comorbidities diagnosed before COVID-2019 infection. Data on diseases were

based on chart review and was available on 909 patients dying in-hospital for whom it was possible to
analyse clinic charts. Mean number of diseases was 2.7 (median 3, SD 1.6). Overall, 2.1% of the sample
presented with a no comorbidities, 21.6% with a single comorbidity, 24.5% with 2, and 51.7% with 3

or more. Before hospitalization, 28% of COVID-19 positive deceased patients followed ACE-inhibitor
therapy and 16% angiotensin receptor blockers-ARBs therapy. This information can be underestimat-
ed because data on drug treatment before admission were not always described in the chart.

Source: Istituto Superiore di Sanita, Servizio Sanitario Nazionale, Ministero della Salute


https://www.aha.org/system/files/2018-07/2018-aha-chartbook.pdf
https://www.epicentro.iss.it/coronavirus/bollettino/Report-COVID-2019_30_marzo_eng.pdf
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estimates is available here (The Cancer
Letter, March 20, 2020).

On-site physician encounters for medi-
cal oncology at NYU are down by more
than 50% as the Perlmutter Cancer Cen-
ter moves its operations online.

“We've really pretty much changed our
practice paradigm. Many visits are be-
ing done remotely. Initially, they were
by phone visit, but right now, largely by
telemedicine,” Neel said. “We find that
roughly 75% of our patients can do that.
Almosteverybody has access to the types
of technology that you need to do it.

“We've instituted very increasingly
stringent screening protocols for pa-
tients coming into our outpatient cen-
ters across our network, which spans
Brooklyn, Queens, Manhattan, Staten
Island, even, and Long Island. We've
excluded visitors, with very few excep-
tions, from the cancer center.

“Everybody gets their temperature tak-
en at the door. We have a very robust
screening questionnaire. So, everything
is completely changed. Clinical research
is significantly impacted, obviously.”

Cancer specialists are being reassigned
to inpatient services as NYU hospitals
fill with COVID-19 patients.

“We currently have two heme-onc at-
tendings on the inpatient service and
serving as medicine attendings. Three
of our fellows, two of them at NYU
and one at Bellevue, our affiliate, have
stepped up,” Neel said. “l know that sim-
ilar situations are occurring at our sat-
ellite campuses at NYU-Winthrop and
NYU-Brooklyn.”

In a March 21 news briefing, New York
Governor Andrew Cuomo announced
that 40% to 80% of the state’s popula-
tion is likely to be infected by the novel
coronavirus. This translates into about
7.8 million to 15.6 million New Yorkers.

“Younger people listen up: 55% of NYS
#Coronavirus cases are ages 18-49,” Cuo-
mo wrote in a March 21 tweet. “Young
people aren’tinvincible. You can get this
and you can give it to someone olderyou
love. You shouldn’t endanger your own
health & you certainly shouldn’t endan-
gerother people’s health. #StayAtHome”

The stay-at-home orders were, unfor-
tunately, “a little late,” because of a de-
layed national response, Neel said.

“] think, obviously, we lost a month of
time,” Neel said. “We’ being the Unit-
ed States—not New York City—Ilost at
least a month of time in not being ade-
quately prepared with having enough
testing and enough materials and sup-
plies for this current situation. So, that’s
the thing that would have helped. And
again, probably acting earlier to impose
social distancing and things like that.

“Butit’s sort of like a double whammy—
ifyoudon't have enough testing to rap-
idly trace contacts and isolate them and
enforce that, then you get rapid spread
and that’s what happened. But again, |
don’t think this is a situation that any-
body in their experience, at the govern-
ment level, expected either.

“It would have been better if people
grasped thatin advance, but once peo-
ple saw what we were looking towards,
people take it very seriously. Manhattan
is pretty busy. | live on a busy street, but
the only thing I hear at night now is the
wail of ambulances.”

Neel spoke with Matthew Ong, associ-
ate editor of The Cancer Letter.

Matthew Ong: The eyes of the
world are on New York City at

the moment. Have you expe-
rienced anything like this in
your career as a physician?
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Benjamin Neel: Well, | don’t think any-
body who's alive has experienced any-
thing like this at all, unless they've pos-
sibly beeninawarzone. Even then, this
is a very unusual war zone. Certainly, |
haven't experienced anything like this.

| think it’s pretty clear that this is the
largest public health emergency, easi-
ly, in this century—probably the biggest
since the avian flu epidemic in 1918—
and maybe the largest public health
emergency in the history of the country.
So, | think that none of us have experi-
enced anything like this.

Can you describe what you're
seeing on a daily basis? What

changes have been made at
your health system and in
your cancer center?

BN: | don’t see patients, so | actually
haven’t been at the cancer center since
two weeks ago. | actually was home, be-
cause I thought | had a mild sore throat
and some congestion, and | wanted to
make sure | wasn't gettingit, so | stayed
home for seven days and right before
the end of the seventh day, |, being not
used to being at home during the day,
so | was walking really fast, like | walk
outside, and | definitely broke my toe,
and maybe a bone in my foot.

So, I'm just working completely from
home for pretty much 18-hour days. It’s
amazing how muchyou can getdonere-
motely. | think that’s going to be one of
the changes that the health system real-
izes asa consequence of thisemergency.

Well, first of all, | should say that the
physicians and nurses and staffat NYU
Langone and the leadership have just
been incredibly impressive in terms of
their response to this crisis. The hospi-
tal has been transformed into a largely
COVID hospital, and the hospital man-


https://cancerletter.com/articles/20200320_4/
https://cancerletter.com/articles/20200320/

18

agement has done a really remarkable
job of adapting to really very dramati-
cally changing conditions on an almost
minute-to-minute basis.

My colleagues, particularly those on
front line, patient-facing physicians that
are seeing this—the emergency room
docs, the respiratory docs, the intensiv-
ists—they’ve really done amazing work.
| think that’s probably true across the
whole city and the metro area.

At the cancer center, | think that our
physicians also have really stepped up
and some of them have actually been
redeployed to inpatient services. We
currently have two heme-onc attend-
ings on the inpatient service and serv-
ing as medicine attendings. Three of our
fellows, two of them at NYU and one at
Bellevue, our affiliate, have stepped
up. | know that similar situations are
occurring at our satellite campuses at
NYU-Winthrop and NYU-Brooklyn.

But then, in the cancer center itself,
we've really pretty much changed our
practice paradigm. Many visits are be-
ing done remotely. Initially, they were
by phone visit, but right now, largely by
telemedicine. We find that roughly 75%
of our patients can do that. Almost ev-
erybody has access to the types of tech-
nology that you need to do it.

Almost all new visits are being done by
telemedicine, with patients evaluated
as for how emergent the visit would
be, and arrange for labs and scans and
othertests to be done first. Then, on the
day that they come in, they would see
their physician before they start therapy.
We've also decreased routine revisits.

People are comingin for regular therapy.
Ourinfusion volume is down somewhat,
butit’s notin any way down the way our
“in person” physician-encounter visits
are down. Patients are basically having
usually telemedicine visits the night
before to make sure everything’s okay,
and then, they come to the cancer cen-
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terand get their infusion. Or sometimes,
it'll be coordinated so that they come to
the cancer center and are seen by their
physician before they get their therapy.

We've instituted very increasingly strin-
gentscreening protocols for patients com-
ing into our outpatient centers across our
network, which spans Brooklyn, Queens,
Manhattan, Staten Island, even, and Long
Island. We've excluded visitors, with very
few exceptions, from the cancer center.

Everybody gets their temperature tak-
en at the door. We have a very robust
screening questionnaire. So, everything
is completely changed. Clinical research
is significantly impacted, obviously.
Several of our providers, nurses and
staff have contracted the disease. For-
tunately, everyone is doing well. Many
of them are back at work.

At this rate, how many New
Yorkers are expected to con-

tract the coronavirus, based
on projections so far?

BN: There are various assessments
about what fraction of the population
in New York is going to get this virus. It’s
pretty high. The numbers have a large
variance. | think the governor [Andrew
Cuomo] even said up to 80% at one
point. | think there’s going to be variation
inthose numbers. Clearly, a lot of people.

Do those estimates account

for undetected cases, etc.?

BN: I think, actually, that number prob-
ably does. | don’t think he’s saying that
80% would be symptomatic, because
if 80% were symptomatic, 100% would
be infected. | think he’s actually taking
the higher number. | think you've raised

an interesting point though, is that
when the publiclistens to these various
estimates, they may not be hearing the
same estimate, or the estimate may not
be based on the same facts.

Thereis asignificant number of asymp-
tomatic patients, and, of course, that’s
been a real challenge. Probably the
most important factor in driving this
pandemic to where it is, is the asymp-
tomatic transmission.

| don’teven remember—I guessit’s been
maybe three weeks since the last time
things even began to approach normal
around here—our planning began in
late January, early February. But | don’t
think that anybody could have anticipat-
ed the scale and scope of the problem.

| am in no way a water carrier for ad-
ministration above me—I don't always
agree with every decision they make—
butthat notwithstanding, | think they’ve
done areally goodjob. I think they've in-
spired a lot of confidence for everybody
who’s working here. So, we'rejust trying
to do our part at the cancer center.

Have beds that are designat-
ed for the cancer center been

converted for inpatient emer-
gency purposes?

BN: We don’'t have a freestanding
cancer center with separate beds, so,
that’s not an issue. In Manhattan, we
have a large outpatient cancer center
on 34th Street and the satellite over-
flow cancer center on 38th Street. Can-
cer doesn’t really stop, so we still have
a very large number of patients who
are getting treated, and we continue
to see patients. There’s no plan to close
any of our cancer infusion centers or
outpatient centers. They're all open.
That goes for all of our sites across the
network. Obviously, they’ve all seen a
drop in volume.
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Much of that is intentional on our part,
because we want to make sure that
our patients and our staff are safe, to
the extent possible. Particularly our
patient population, which is highly en-
riched for immunosuppressed or frail,
patients with comorbidities—the kind
that are exactly the ones who do ex-
tremely poorly with this disease—but
our cancer practices are open every-
where. We do have an inpatient floor
for bone marrow transplant and for the
heme-onc service, and the number of
inpatients is markedly less than it nor-
mally would be. All elective bone mar-
row transplants or semi-elective bone
marrow transplants, of course, have
been suspended.

Note, and again, this is, in many ways,
largely motivated by the fact that we
don’twant to expose our patients to risk
in traveling here and possibly encoun-
tering other COVID patients in the im-
mediate aftermath, but also obviously
for resource preservation.

We still have a small inpatient service.
It’s smaller than it normally would be,
and we always do our best to keep peo-
ple out of the hospital. | used to say
when |wasaninternand a resident that
the hospital is a horrible place to be, un-
less you need to be there. | think that’s
still true. We try to keep our patients out
of the hospital normally, but we're do-
ing everything we possibly can to make
sure that our patients get the best care
outside the hospital, and have the least
transit to any of our centers as possible.

Again, | literally have not left my apart-
ment for two weeks, except to go down-
stairs one day to pick up a package. There
was a lot of grumbling among city resi-
dentsinthefirstcouple of days, but I think,
in fairness, most New Yorkers have taken
this quite seriously since we shut down.

Unfortunately, itwasa little late. [t would
have been better if people grasped that
inadvance, but once people saw whatwe
were looking towards, people take it very

seriously. Manhattan is pretty busy. | live
on abusy street, but the only thing | hear
at night now is the wail of ambulances.

What do you think happened
here? Yes, New York City is the
most populous and the most
densely populated city in the

U.S., butwhatstrategies would
have helped slow the spread in
the U.S. if put in place earlier?
What are your thoughts?

BN: Well, | think, obviously, we lost a
month of time. “We” being the United
States—not New York City—lost at
least a month of time in not being ad-
equately prepared with having enough
testing and enough materials and sup-
plies for this currentsituation. So, that’s
the thing that would have helped. And
again, probably acting earlier to impose
social distancing and things like that.

Butit’s sort of like a double whammy—
ifyoudon't have enough testing to rap-
idly trace contacts and isolate them and
enforce that, then you get rapid spread
and that’s what happened. But again, |
don’t think this is a situation that any-
body in their experience, at the govern-
ment level, expected either.

We've all seen many sto-
ries about hospitals in New
York running out of beds and
health care workers running
out of supplies and PPE, and
dead bodies being stored in

refrigerated trucks—a scene
eerily similar to what we've
seen in Wuhan and Lombar-
dy. Have you heard from your
health system on these issues,
and areyou facing any of these
challenges as well?
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BN: Well, our hospital is pretty close to
its normal capacity in beds. First of all,
our main hospital is new. It’s only been
open forayearand a half. Again, | don’t
mean to make this sound like an adver-
tisement, but | think that the way our
management designed the hospital, ac-
tually, put us in a much easier position,
because every room was designed to be
converted to a negative pressure room.
So, that helped a lotin terms of convert-
ing things to ICUs, and things like that,
very quickly. So, that helped.

We also had our old hospital, Tisch, that
was partly closed, and there were plans
being made for how it was going to be
renovated and used to expand our ca-
pacity in the future. Tisch, which until
two years ago, was our main hospital,
has now been reopened and redeployed
for taking care of excess patients.

Also, we've used other facilities that
are adjoined to our superblock to
expand our capacity. So, we are still
taking patients and giving them out-
standing care.

But | hearthat we still have another seven
to 10 to 14 days, I'm not really an expert
on that estimate, but we have more time
to go and more patients will be coming
in. I'm not directly involved in those dis-
cussions. There are lots of other contin-
gencies being looked at to try to deal
with these patients. | don't speak for NYU
Langone overall, but | know NYU Lan-
gone’s philosophy, and we put patients
first. We've always been a patient-cen-
tered institution, and we continue to be
patient-centered through this pandemic.

What are your staff hearing
from your cancer patients,

existing or new? And are they
seeing cases among your pa-
tients who have cancer?
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BN: We have had a few cases of cancer
patients with COVID disease. | know
from talking to my colleagues that
they've had some patients who've had
COVID disease. What we often see is
unanticipated COVID disease. There
was a case the other day that was a
patient in the surgical service who was
asymptomatic, but had telltale signs on
their chestimaging.

| will say one thing: there hasn't been a
lot good to come out of this epidemic,
but one of the things that’s helped our
place is it’s actually really motivated
more use of multidisciplinary tumor
boards, and things like that, to make
decisions about care.

So, if you don't have, basically, unlimit-
ed surgical capacity anymore, because
you need to conserve resources and
space for COVID patients, a lot of issues
that would have been decided without
multidisciplinary input, now are get-
ting decided in multidisciplinary tumor
boards, which is great for us. It’s been
something that the cancer center has
been trying to promote for a long time.

But we've seen patients come in for
presentation with a likely abdominal
neoplasm, and they have ground glass
lesions on their lungs that are now sort
of recognized immediately as COVID,
and they’re asymptomatic. Or they have
astory that they had a cough two weeks
ago and now they're fine. So, yeah, we're
seeing that happen sometimes.

We're seeing people come to the door
with a fever that ordinarily we would
justwork up, but they’re usually viewed
as presumptive COVID and sent home
if they're stable, or to the emergency
room if they’re not. So, yes, this does not
spare cancer patients, doesn’t spare can-
cerdoctors, doesn’t spare cancer nurses.
It doesn’t spare staff at cancer centers.
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You spoke briefly about tele-
health earlier—has NYU Lan-
gone had a robust program
for a while now? And have you

overcome so many of the oth-
er challenges that I've heard
about from other health sys-
tems who are developing tele-
health programs?

BN: It was just relatively recently that
we've been moving towards having a
telemedicine capacity, but necessity is
the mother of invention. When it be-
came clear, about a month or six weeks
ago, or maybe even longer, that this was
going to be a problem in terms of poten-
tial strain on our outpatient facilities,
management really was able to move
quickly and getitestablished across the
network, especially for cancer services.

As | said, there is very heavy utilization
of telemedicine now by our medical
oncologists. That’s been able to be im-
proved over what was being done in the
initial weeks, which was just phone vis-
its where possible. On-site physician en-
counters for medical oncology are down
by more than 50%, and they’ve largely
been supplanted by telemedicine visits
with a few phone visits in between.

Right, you were talking about

early preparation for the pan-
demicinJanuary.

BN: | hate to talk about advantage
in a situation like this where no one
has any “advantage,” but we had the
disadvantage of suffering from San-
dy, and | wasn’t here then, but | know
from my colleagues the stories of how
that happened.

| think that this administration at NYU
was the same people who were able
to bring us through the Sandy experi-
ence. They're very experienced in cri-
sis management, so | think they got a
very early start. The hospital executives
got a very early start in really trying to
think through all aspects of the upcom-
ing problem.

Those planning sessions began in late
January, for sure. On the research side
even, we were getting communica-
tions about having contingency plans.
| have oversight of seven floors in the
research building too, and | have sitting
on my computer a contingency plan
forevery lab.

| have everybody’s contact information.

There are hierarchies of notifica-
tion inside every lab. All this stuff
was planned considerably before the
laboratory-based research was cur-
tailed so much.

How are you handling basicre-

search as well as clinical trials?

BN: All the laboratories in the cancer
center thatare in my space are supposed
to be reporting their temperatures for
every individual in their lab, morning
and night. The other thing that’s been
remarkable is to find out how many peo-
ple don’t have a thermometer.

Thermometer availability at the phar-
macies was one of the first casualties
of COVID. You can’t get a thermometer
anywhere in New York, | don’t think.
But they report in, every day, because |
want to keep track of our cancer center
researchers.

So far, | think we've only had one rota-
tion studentin one lab who has COVID.
He’s not a clinician. Some of our clini-
cians who have labs, they got COVID, but
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they didn’t getitin the research cancer
center. They gotitin the outside world.

It might be too early, but are
there signs that the rate of de-
tected new cases in New York
is slowly flattening as a result

of containment measures,
i.e. social distancing policies?
What are you seeing in the re-
ports coming out so far?

BN: Well, it’s a little early to tell. We've
had a couple of false glimmers of hope.
In the first couple of days last week, the
cases were doubling every three days.
Then there was a report that they were
doubling every 4.7 days and there was
a little glimmer of hope.

| must say | didn’t look at yesterday’s
statistics, because we have a meet-
ing every day. We don't really have a
formal command center at the cancer
center, but we have a formal clinical/
research-integrated-across-the-net-
work executive session every day from s
p.m.on, and | think the world record for
ending was 8:45 p.m. | can’t thank these
people enough for what they are doing
for the center and for patients.

The first week when we had this, we had
them on the weekend, too.

We meteveryday fromsp.m.to70r7:30
p.m. Then, after that, we felt it’s really
important to try to maintain as much
communication and transparency with
the physicians and staff as possible.

And, | must note, in these meetings
how greatall the network partners have
been, as well as the clinical leaders in
medical oncology, radiation oncology
and surgical oncology.

My wife doesn’t make dinner anymore,
because it was getting burned all the

time. So, | go and | write these newslet-
ters every night, one for the physicians
and APPs, and one for the staff. That
usually doesn’t get done until 10, 10:30
p.m. And then, usually, | have some oth-
erwork to do. And I'm up again at 5.

| think I did hear that there was some
indication that there might be some
flattening. But others are saying peak
COVID is seven to 10 days away. So, |
haven't had a chance to critically eval-
uate that, but I'm confident thatit’s not
flattening that much.

It's early days, again, but if
there’s anything that we can

learn, what have we learned
so far from our handling of
this pandemic?

BN: That'’s a political question that |
don’t want to address in my capacity. |
have very strong political views about
the central government’s response to
this, but | will not be able to give you
those in the context of my position.

Got it. Did we miss anything?

BN: This | will say, as sort of a semi-po-
litical comment. | think the healthcare
industry, the pharmaceutical industry,
everybody who’sinvolved in health care
in the United States, gets a lot of criti-
cism. Increasing amounts of criticism.
But | don’t hear a lot of people in the
public criticizing doctors, nurses, and
front-line personnel.

Actually, everybody’s hoping that the
pharmaceutical and biotech industry can
getavaccine, or get some good drugs for
thisdisease. So, | think that’s been a lesson
that a lot of people haven't commented
on too much. But I've certainly noticed it.
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Every day at 7 p.m.—well, | don’t often
hear it, because there’s not as many
apartment buildings around here, or
maybe it’s just because most of the peo-
ple up here have left or they’re doctors
and are not home yet—but every day
at7 p.m.,when we’re on this call, some-
body’s got their window open, and we
hear people come out and shout for the
doctors and first responders. There’s a
cheer every day. Every night at 7 p.m.,
they do that.

| see the Empire State Building out my
bedroom window, and it was lit up for
medical responders and first respond-
ers. | think that the response of the
people taking care of these patients
has been truly heroic, and that’s a word
thatldon’tuse alot, because | thinkit’s
grossly overused. But in this case, it’s
totally true.

Those intensivists and those emergen-
cy ward docs, they’re overwhelmed. We
have multiple intensive care units now
that weren’t there three weeks ago, and
they’re all being staffed. | would say, al-
most without exception, at our center,
physicians, nurses, and other advanced
practice personnel have realized that
that’s why we’re in this business, and
we have to do whatever it takes.

On the cancer center side, | think that
it's very important that we do whatever
we can to maintain the cancer services
while this is going on, because cancer
doesn’t stop just because there’s a vi-
rus raging through the community. So,
| think we're doing a good job of doing
that. | think our patients are getting
treated well.

So far, | think that nobody’s going to
have an adverse outcome for their can-
cer from this pandemic. That’s our main
goal. And that’'s why we're working to
constantly adapt, because viruses gen-
erally take advantage of their hosts by
adapting, and we need to do the same.
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ocial isolation and containment

have begun to flatten the curve of
COVID~19 cases in ltaly, Giuseppe Curi-
gliano said to The Cancer Letter.

If the country stays under lockdown un-
til at least the second weekend of April,
the curve will go down, said Curigliano,
associate professor of medical oncology
at University of Milano, and head of the
Division of Early Drug Development at
the European Institute of Oncology .

“l am very optimistic now, because,
yousee, it's really a flat curve here. The
number of new cases is decreasing, and
it’s quite clear we're going to achieve
something better,” Curigliano said.

We've been reaching out to Curiglia-
no regularly:

« What to expect: Oncology’s re-
sponse to coronavirus in Italy (The
Cancer Letter, March 11).

« Curigliano: “l don't want to see
more people dying” (The Cancer
Letter, March 20).

o Curigliano: Italy’s COVID-19 cases
keep rising; maybe next week the
curve will flatten (The Cancer Let-
ter, March 27).

Italy’s Prime Minister Giuseppe Conte
mandated a complete lockdown of the
country in early March. The U.S. federal
government has yet to order a nation-
wide lockdown. Rather, states are re-
sponding to the threat as they see fit.

While New York has the highest num-
ber of cases of COVID-19 today, Florida
and Texas are among the states thatare
expected to see a rapid spike in newly
detected cases in the near future.

Does Curigliano see the curve flatten-
ing in the United States at the same
rate as Italy?
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“You are rising. On the horizon, | don’t
see this curve flattening,” Curigliano
said. “You are 50 states—any state
with a specificlocal governor will decide
what todoand what notto do. | believe
you will have 50 curves that will be com-
pletely different in the country—at dif-
ferent times.”

The solution is social isolation and total
lockdown, Curigliano said.

“There is a solution to the spread, and
this has been demonstrated in China. It
is going to be demonstrated in Italy. The
only solutions are not drugs or clinical
studies. The only solutions are social iso-
lation and containment—containment
in the areas where you have a lot of peo-
ple infected,” Curigliano said.

Curigliano spoke with Alexandria Caro-
lan, a reporter with The Cancer Letter.

Alex will continue to check in.

Alex Carolan: How is your family?

Giuseppe Curigliano: My family and my
wife is fine, also. We survived.

That’s great. How are your
patients doing? Do you have

more patients with COVID-19
thanwhenwe spoke last week?

GC: We have more patients. This morn-
ing, we received another patient, who is
ayoung patient with early breast cancer
that is triple negative. She was receiv-
ing adjuvant chemotherapy for early
breast cancer. She was hospitalized for
pneumonitis.

Has she tested positive for

coronavirus?

GC: Yes. She has tested positive.

How many patients total now
does your hospital have?

GC: My hospital actually has something
like 10 patients positive.

I think last week at this time it
was eight; right?

GC: Yes. We have two more patients.

Are these patients who are
entering the hospital with
no symptoms, and then they
show symptoms after?

GC: Yes, usually when they start
treatment they have no symptoms
of COVID-19 infection. Just after
starting chemotherapy, they devel-
oped COVID-19.

Right. So, after chemothera-
py, basically, they show symp-

toms of COVID-19, and then
you treat them for it?

GC: Yes, correct.


https://cancerletter.com/articles/20200311_1/
https://cancerletter.com/articles/20200320_7/
https://cancerletter.com/articles/20200327_4/
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A couple weeks ago you men-
tioned you had a patient with
lung cancer who had pneumo-
nitis and symptoms of COVID.
How are they doing?

GC: Yes. Herecovered. He was dismissed
by the hospital on Monday morning. He
survived it. Now, we should wait at least
one week, and then he will do the test
again. If negative, he will come back to
the hospital to receive treatment again.

Have you seen any patients who
have developed COVID-19 after
recovering from the disease?

GC: No, until now, no. I know that some
patients have been described, but not
in my experience.

That'’s good to hear. I'd like to
start where we usually do—
what the numbers look like
in Italy. How many cases of
COVID-19 are there?

GC: We have 115,242 patients. It's a huge
number—and the patients who died
are 13,915. It’s a really huge number.
| just heard from some friends from
Spain, and they arrived at 10,348 deaths
in three weeks. So, it’s really dramatic.
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Are the numbers still going up
the same amount?

GC: No, no—actually, we are going to
reach a plateau. If you look here, we are
in the plateau. We are going to flatten
the curve. Now it’s more clear.

When do you expect to see the
number of cases go down?

GC: So, if we maintain the lockdown un-
til Easter, | am quite sure that for middle
Aprilitwill go down. | am very optimistic
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now, because, you see, it’s really a flat
curve here. The number of new cases is
decreasing, and it’s quite clear we're go-
ing to achieve something better.

You previously mentioned
that cancer patients who test

positive for COVID-19 have
about a 20% mortality rate. Is
this still the case?

GC: We had an update—actually, the
number for cancer patients is 16.5%,
so, less than 20%. Most of the cases
are non-small cell lung cancer, head
and neck cancer, and patients who are
smokers and with hypertension.

Where are these numbers from?

GC: The Istituto Superiore di Sanita, the
National Institute of Health [in Italy].

In terms of treatment for
COVID-19, The Cancer Letter
published an article on a class
of drugs used for immuno-

therapy—interleukin-6 recep-
tor antagonists—that could
potentially treat symptoms of
COVID-19. How does this work?

GC: | heard all the details of this trial.
This is a realized trial with tocilizumab.
Tocilizumab is an anti IL-6 drug that is
used for management of graft versus
host reaction in transplanted patients.
There is a trial ongoing. We don’t have
data to tell you if it is working or not.
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Butin any case, the trial completed the
accrual and the data will be analyzed.

GC: Then, we have other trials ongoing
in Italy. The trials ongoing are with the
antiretroviral therapy that actually is
used for treatment of HIV—those are
anti-HIV drugs. Then, we also have a
trial ongoing with chloroquine and azi-
thromycin. It is exactly the same trial
ongoing in France—an antimalarial
drug plus an antibiotic drug.

What is the scientific question

these trials are designed to
answer?

GC: The primary aim is to treat pa-
tients with pneumonitis that is related
to an increase of Il-6, a massive cyto-
kine storm related to the activation of
the immune system against the virus.
The hypothesis is, if you use a drug
against IL-6, you reduce the cytokine
storm, and you have an improvement
of pneumonitis.

Since we last spoke, I’'m sure
you've seen that the United

States is now number one in
terms of coronavirus cases in
the world.

GC: As we anticipated.

Yes. You saw this coming a few
weeks ago, because it seemed
like our situation was going to

get worse than Italy’s—and
it currently is. What do you
think went wrong?

GC: You know, | believe that the presi-
dent of the United States decided not
to start with social isolation and con-
tainment as soon as possible, despite
Professor Anthony Fauci, the primary
advisor for the president, suggesting
that he do this. There is a disconnect
between the political decision and sci-
entific advice—because you have the
best advisor in the world to control this
infection and the COVID-19 spread.

Despite this, political decisions are not
going in the right direction. The prob-
lem, asitwasin Italy, is the balance be-
tween the economy and the potential
economic crisis related to the spread—
and scientific advice. That was very
clear, also, in the United States.

This is the reason why you have spread-
ing, dramatic spreading of the virus. |
believe you should do a clear commu-
nication with The Cancer Letter. There is
a solution to the spread, and this has
been demonstrated in China. It is go-
ing to be demonstrated in Italy. The
only solutions are not drugs or clinical
studies. The only solutions are social
isolation and containment—contain-
ment in the areas where you have a lot
of people infected.

The first thing is to contain the state of
New York, because it’'s dramatic, the sit-
uation in New York. | know from many
friends that are working in clinical prac-
tice that there is shortage of personal
protective equipment, there is shortage
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of ventilators, and they are starting to
do triage for patients. Who should we
propose for intensive care units? They
need to select the patients. There is a
selection according, of course, to per-
formance status, to age, comorbidi-
ties. They will not have the opportunity
to access the intensive care unit for all
the patients.

Is this happening already? This

triaging of patients based on
comorbidities?

GC: Yes, in the United States, | know be-
cause | read the tweets of all the med-
ical doctors. They are starting to select
patients, absolutely—and also in The
New York Times.

The lack of personal protec-
tive equipment is a really big
problem. The government
also hasn’t enforced social iso-

lation to the same extent as It-
aly. Based on that, do you see
the curve flatteninginthe U.S.
at any point soon?

GC: No. You are rising. On the horizon, |
don’t see this curve flattening. You are
50 states—any state with a specific lo-
cal governor will decide what to do and
what notto do. | believe you will have 50
curves that will be completely different
in the country—at different times.

The problem now is New York City, | be-
lieve. You need to invest a lot there, be-
cause millions of people are living there.
| expect that many people are also dy-
ing and you don’t know that they are
COVID-19 positive. This is the reason.

| read that a young woman arrived in
the hospital in the U.S. with no insur-
ance—so she did not have access to an
intensive care unit, and she died. In my
country, we have a nationalized health
system, and we reduced everything.
We have clear numbers. We know how
many people are dying, because we are
transparent.

I don’t know if you will register all the
people who will die in the United States.
Anthony Fauci predicted from 100,000
t0200,000 people that will die, and also
President Trump says this. It's import-
ant, now, to offer care to all the peo-
ple that need care, including people
with no type of access to insurance. It’s
very important.

It is very concerning. Is there

anythingelseyou'd like toadd?

GC: Asareporter, itisimportantto raise
the big problem of personal protective
equipment. As you know, also in Italy,
we have many doctors who are posi-
tive. As | said previously, close t0 10,000
health professionals actually are posi-
tive in Italy.

It’s important in the United States to
avoid this. If you have many doctors
who are positive, they will spread the
virus in the hospital and outside the
hospital. The second point is to stress
this concept of social isolation and
containment. Now is the time to save
lives—and then the economy will start
again. You are a big country, and it will
startagain.

We had also a problem with personal
protective equipment, so the situation
was quite similar to the ones you are
living now in the United States. Actual-
ly, there are 10,007 health care profes-
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sionals infected in Italy. Seventy one
doctors have died.

And these were primarily fam-

ily doctors; right?

GC: They are half nurses and half family
doctors. Yes.

Thank you so much for speak-
ing with me today. It’s hopeful
to hear that the curve is flat-
teningin Italy.

GC: Now in Spain, the situation is so se-
vere. In Spain, in three weeks, they had
10,348 dead. Consider that our numbers
now are actually from two months of
spread. In Spain, in three weeks, they
had as many cases in two weeks that
we had in three months. It's dramatic.

It’s very upsetting. Thank you
again for taking the time to
speak with me.

GC: Stay safe. Thank you, be careful.

Yes, you as well. I'll check in

next week.
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COVID-19 UPDATES

AACR to Congress:
Act on PPE, ventilator
and testing shortages

The American Association for Cancer
Research board of directors sent the
following letter to congressional lead-
ership March 30.

“Dear Speaker Pelosi, House Majority
Leader Hoyer, House Minority Lead-
er McCarthy, Senate Majority Lead-
er McConnell, and Senate Minority
Leader Schumer:

“As members of the Board of Directors
of the American Association for Cancer
Research, on behalf of the more than
47,000 laboratory, translational, and
clinical researchers; physicians and
other healthcare professionals; popu-
lation scientists; and patientadvocates
who constitute our national and in-
ternational membership, we applaud
your tireless efforts to address the
COVID-19 national health emergency,
which include your recent passage of
the historic $2 trillion ‘Coronavirus Aid,
Relief, and Economic Security Act’ (the
‘relief, recovery, and stimulus’ bill) to
address the economic fallout from the

COVID-19 pandemicand provide vital
emergency funding for hospitals and
other essential elements of our na-
tion’s healthcare infrastructure.

“Cancer researchers are at the fore-
front of biomedical research in the de-
velopment of molecular diagnostics
and therapeutics, and there is a con-
vergence of coronavirus biology with
cancer research that will have clinical
importance. As the first and largest
organization dedicated to the preven-
tion and cure of all cancers through
research and patient care, the AACR
has the ability to marshal its mem-
bers’ expertise and broad experience
toaid the national COVID-19 response.

‘The scientificand clinical knowledge
of AACR members positions us to con-
tribute in a major way to the deploy-
ment of resources and the advance-
ment of research to overcome this
pandemic. Time is of the essence, and
we call on you and your colleagues in
Congress to move swiftly forward to
take the following steps to alleviate
the COVID-19 public health emergen-
cy, while also ensuring patients with
cancer are protected and the cancer
workforce remains vibrant.

“Urge President Trump to use his
powers to immediately and fully im-
plement the Defense Production Act
to direct industries to accelerate the
manufacture of all the crucial medi-
cal equipment desperately needed to
protect our frontline healthcare pro-
viders and to save the lives of those
suffering from COVID-19.

‘It is absolutely critical that we equip
our healthcare providers currently en-
trenched in a ‘medical war zone’ with
the personal protective equipment
that is necessary to keep them, their
families, and others safe, such as sur-
gical and N95 masks, gloves, gowns
and face shields.
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“In addition, we implore you to take
steps that provide critically ill patients
with access to advanced life support
systems, such as ventilators and ECMO
devices. To this end, we strongly sup-
port the Medical Supply Chain Emer-
gency Act, which was introduced on
Monday, March 23, 2020, by Senators
Chris Murphy (D-CN) and Brian Schatz
(D-HI), as it calls on President Trump
to use his powers to fully implement
the DPA and produce 500 million
masks as well as 200,000 ventilators
and other desperately needed sup-
plies including nasal swabs.

“Implement widespread testing of
symptomatic individuals immediate-
ly, as well as asymptomaticindividuals
who have been exposed to infection
or those in high-risk patient groups
such as patients with cancer. Testing
and tracking the novel coronavirus are
vital measures to understanding the
spread of COVID-19 in our communi-
ties, which will allow us to better iso-
late identified cases and contain the
infection clusters that are present.

“Overly restrictive testing criteria, such
as testing only those who had contact
with an already infected individual or
traveled to a specific foreign country,
will not allow us to adequately assess
and combat this rapidly advancing
health crisis. Our healthcare provid-
ers should be able to access testing
because they are on the front lines
combatting this pandemic and are
at increased risk of contracting and
spreading this virus. It is also crucial
to recognize that cancer treatment
leaves many patients with compro-
mised immune systems, placing
them at increased risk for a severe,
life-threatening case of COVID-19.

“Therefore, patients with can-
cer should be tested for COVID-19
whenever their oncologists or other
healthcare providers deem it appro-
priate. Testing alone is not sufficient;
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a de-identified, national central data-
base should be established immedi-
ately to track novel coronavirus posi-
tive cases and those who are antibody
positive, i.e., who have been exposed
to the virus and developed immunity.

“Continue a nationwide social distanc-
ing policy for as long as necessary to
reduce COVID-19 disease incidence
and overall death toll, effectively
protecting our frontline healthcare
providers. Pulling back or even paus-
ing our social distancing efforts pre-
maturely would likely result in tens
of thousands of additional cases and
overwhelm our healthcare system. Itis
imperative that current social distanc-
ing policies be extended as required to
end this national emergency.

“Uphold the rigorous, science-based
approach of the U.S. Food and Drug
Administration in its approval of all
COVID-19 therapies. Itis essential that
the administration protect the agen-
cy’s high standards of safety and effi-
cacy when approving COVID-19 ther-
apies. We appreciate the rapid issue
of guidance to industry, ‘Coronavirus
(COVID-19) Update: FDA lIssues Guid-
ance for Conducting Clinical Trials;
which prioritizes the safety of patients
enrolled in clinical trials and provides
insightinto how to move forward with
clinical trials already underway. The
agency should continue to be open
to well-designed, collaborative, inno-
vative clinical trial strategies that will
expedite the prevention, detection,
and treatment of COVID-19.

“Encourage the use of the FDA’s ex-
panded access program, sometimes
referred to as ‘compassionate use’ as
the primary pathway for patients to
access investigational medical prod-
ucts and urge the agency to imme-
diately deploy a COVID-19 focused
version of Project Facilitate. Project
Facilitate is an innovative, common
sense, single point of contact program
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that helps healthcare providers nav-
igate expanded access for oncology
therapeutics administered by the
FDA Oncology Center of Excellence.
Importantly, expanded access allows
us to learn from the experience of ev-
ery patient treated with investigation-
al drugs, knowledge that will be vital
for the conquest of COVID-19.

“Provide the telehealth digital infra-
structure and technology needed to
ensure continuity of care for patients
with cancer. During the COVID-19 pan-
demic, telehealth technology will be
especially valuable to enable vulner-
able patients to receive some of their
care at home and avoid exposure to
the novel coronavirus when visiting
the clinic. The survival of patients with
cancer depends on the continuity of
access to care.

“Although patients with cancerare im-
mune-compromised and at high risk
of severe COVID-19 disease, their can-
cer treatment cannot be interrupted
indefinitely without dire health conse-
quences. The expansion of telehealth
programs will help patients with can-
cer by facilitating regular communi-
cation with providers and enabling
access to timely information about
their care. As telehealth is implement-
ed more broadly, we urge you to incor-
porate patient privacy safeguardsinto
any associated policies.

“Leverage the brain trust of cancer
researchers and oncology health-
care providers who are contributing
to our national capacity to address
COVID-19. Cancer researchers are
serving the global and national in-
terest by lending their scientific
and clinical expertise to address the
COVID-19 pandemic.

“AACR members have the ability to
drastically impact current efforts
in diagnostic and treatment strat-
egies. They are already working to

address coronavirus testing short-
ages by repurposing their laborato-
ry space to make COVID-19 testing
kits and are collecting and analyzing
data on patients with cancer and
COVID-19 through initiatives such as
the COVID-19 and Cancer Consortium.

“Cancer researchers are able to lever-
age their laboratory expertise and
capacity in numerous ways includ-
ing to: aid in drug screening, devel-
opment, and repurposing; develop
antibody tests; investigate the effi-
cacy of convalescent serum from re-
covered COVID-19 infected persons
as treatment; and conduct vaccine
research for COVID-19. Clinical cancer
researchers are also well positioned
to help manage aspects of care for
COVID-19 patients.

“Through the study and use of new
immunotherapies, including CAR
T-cell therapies, cancer researchers
have gained experience using im-
mune-modulating therapies and
managing severe immune-mediated
side effects also seen in COVID-19. Se-
rious consideration should be given to
engaging cancer researchers fromvar-
ious disciplines, oncology healthcare
providers, and laboratory profession-
als in a call to action to study, detect,
and defeat COVID-19. The AACR is
prepared to survey its constituents to
identify volunteers who are willing to
help conduct COVID-19 testing during
this time when research laboratories
are not functioning.

“Continue your exceptional support
and steadfast commitment to can-
cer and medical research. During the
past five years, you have prioritized
funding for NIH to the point that the
agency’s budget has increased by $11.6
billion or39%. The COVID-19 pandem-
ic highlights the importance and value
of the NIH portfolio, and emphasizes
that this generous support must be
sustained, even more so during this
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period when our nation is facing a na-
tional health emergency.

“The support you have shown for
cancer and medical research has con-
tributed to a substantial reduction in
cancer incidence and mortality. The
age-adjusted U.S. cancer death rate
declined by 29% from 1991 to 2017, a
reduction that translates into 2.9 mil-
lion cancer deaths avoided. Therefore,
during the fiscal year 2021 appropri-
ations process, we will be calling on
you to help make sure this scientific
progress continues.

“The future of cancer and medical
research depends on ensuring career
continuity for researchers despite the
adverse influences of COVID-19. Di-
minished research time and output
due to the COVID-19 crisis will unduly
harm less-established investigators
when they apply for grants.

“This professional uncertainty is com-
pounded by financial insecurity, as
many early-career scientists struggle
with considerable student loan debt.
We appreciate the support you have
shown in the passage of the relief,
recovery, and stimulus bill to help
Americans who are struggling to re-
pay their student loans. We ask that
you consider additional measures
that will encourage these vulnerable
scientists to persist in their research
careers, such as directing the NIH
to extend the duration of grants to
accommodate research disruptions
caused by COVID-19 and modifying
eligibility windows for special career
stage designations (e.g., postdoc and
early-stage investigator).

“Sustain scientific innovation and
progress for the benefit of patients
and cancer survivors. We have serious
concerns about the toll that econom-
ic stress resulting from the COVID-19
public health challenge is taking on
scientificinnovation. Assurances from

NIH Deputy Director for Extramural
Research Michael Lauer and NCI Di-
rector Ned Sharpless that NIH and
NCI peer review and grants admin-
istration will continue as previously
scheduled are encouraging.

“However, while a focus must be
maintained on conquering COVID-19,
a prolonged halting of our national
cancer research efforts will slow the
recent rate of progress in provid-
ing patients with new therapies for
cancer. Unfortunately, the current
COVID-19 crisis is resulting in cancer
clinical trials grinding to a halt, and
healthcare and PPE shortages have a
deleterious effect on all areas of can-
cer research and patient care. When
this global pandemic is behind us,
Congress must provide the necessary
resources to maximize the potential
for future advances in cancer and
medical research and treatment.

“Promoting innovation through the
dissemination of new cancer research
findings among scientists and other
stakeholdersis at the core of the AACR
mission, and rapid communication
of the latest developments in science
and medicine is now more important
than ever. Therefore, effective im-
mediately, the AACR is making any
journal article containing informa-
tion directly relevant to advancing
our understanding of COVID-19 open
access and available online. Further,
we are already hard at work conduct-
ing web-based conferences, and we
will organize sessions at our scientific
meetings that address the biologic
and clinical intersection of COVID-19
and cancer.

“In conclusion, your leadership and
support over the past several de-
cades have ensured the development
of a highly effective National Can-
cer Program that can now apply its
unique and substantive knowledge
and skills to help society defeat this
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virulent pathogen. We recognize the
need to take action immediately to
vanquish this virus that threatens the
lives of millions of Americans, ravag-
es our economy, and derails scientific
progress. Otherwise, our healthcare
system will fail and our most vulnera-
ble patients, including those with can-
cer, will disproportionately suffer. The
AACR and its members stand ready to
work with you and other members of
Congress to achieve the vital recom-
mendations set forth herein. Thank
you in advance foryour consideration.”

Advocacy
organizations: Stop
threatening health
care workers who
speak out about
lack of PPE

Ina publicletter to the American Hospi-
tal Association, 54 health care organiza-
tions condemned attempts by hospital
administrators to muzzle health care
workers who speak out against corona-
virus caseloads and supply shortages.

The letter, dated March 27, follows:

“We were appalled to read recent
media reports about hospital ad-
ministrators across the U.S. muzzling
doctors, nurses, and other healthcare
professionals with threats of disci-
plinary action for speaking out about
coronavirus patient caseloads and
dwindling hospital supplies needed
to care for such patients.

“Itis critical that the public and lo-
cal, state, and federal government
officials fully comprehend the scope
of shortages of personal protective
equipment, mechanical ventilators,
intensive care unit beds, and other


https://www.citizen.org/wp-content/uploads/2514.pdf?eType=EmailBlastContent&eId=ef7a27a2-1754-405b-a974-241f2e728429
https://www.citizen.org/wp-content/uploads/2514.pdf?eType=EmailBlastContent&eId=ef7a27a2-1754-405b-a974-241f2e728429
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medical supplies so that appropri-
ate steps can be taken to mitigate
shortages of these essential medical
resources, appropriately and fairly
allocate limited resources, and thus
protect the safety and welfare of
health care workers and patients
alike. Attempts to cover up these
shortages by muzzling health care
workers who are on the front lines
of fighting the COVID-19 pandemic
are reprehensible and reckless and
endanger public health.

“Although such actions may be
commonplace in countries with
authoritarian regimes, they are not
acceptable in the U.S. The under-
signed consumer advocacy, work-
ers’ rights, science, research, public
health, civil rights, human rights,
and grassroots political organiza-
tions, labor unions, and individuals
therefore demand that the Ameri-
can Hospital Association publicly
denounce any such efforts to muz-
zle health care professionals and
call on its member hospitals and
health care systems to encourage
their doctors, nurses, and other
health care professionals to speak
freely about coronavirus patient
caseloads, dwindling hospital sup-
plies, and any other challenges that
should be immediately addressed.

“Thankyou foryour promptattention
to this urgent public health matter.
Please contact Dr. Michael Carome,
Director of Public Citizen’s Health
Research Group, at mcarome@citi-
zen.org with your response.”

American College of
Surgeons: Health care
workers need PPE

The following is a statement from the
American College of Surgeons.
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“The American College of Surgeons
recognizes that many healthcare
facilities are facing shortages of
personal protective equipment,
including face masks, gowns, and
respirators. The ACS believesiitis es-
sential that surgeons, nurses, anes-
thesiologists, and other health care
personnel be able to speak freely,
without fear of retribution, as they
seek to find a solution to accessing
PPE. We advise surgeons to speak
with their institutional leadership
on these matters and to be able to
directany concerns to the ACS, with
the goal of protecting themselves
and their colleagues.

“The Joint Commiission has released
a statement supporting the use of
standard face masks and respira-
tors provided from home when
health care facilities cannot provide
access to PPE thatis commensurate
with the risk to which health care
personnel are exposed during the
COVID-19 pandemic. Where masks
or respirators are recommended,
the ACS maintains that surgeons
should have access to and latitude
to wear these masks at their sole
discretion. The Centers for Disease
Control and Prevention also has
released a document that offers
a series of strategies or options to
optimize supplies of disposable N95
filtering facepiece respirators.

“The ACS strongly supports the
ability of surgeons to use their own
masks or other PPE, but this option
does not obviate the hospital’s re-
sponsibility to provide adequate
PPE to all their health care work-
ers. In these extraordinary times,
the ACS encourages institutions to
adaptand be flexible so that health
care personnel continue to feel safe;
The Joint Commission guidelines
are a reasonable starting point.”

CPRIT suspends
first cycle of
awards for FY21

Cancer Prevention and Research Insti-
tute of Texas has suspended its first cy-
cle of grant applications for fiscal year
2021 for Academic Research, Product
Development Research and Prevention
Program awards.

CPRIT is taking this action in response
to the unexpected impact to the budget
from the COVID-19 pandemicand a pro-
jected decrease in oil and gas revenues.
CPRIT continues to evaluate releasing
Requests for Applications for fiscal year
2021and is committed to doing so if cir-
cumstances support it.

CPRIT has closed the FY 21.1 Academic
Research Program RFAs listed below
(originally due June 3). CPRIT will not
acceptapplications responding to these
RFAs and will withdraw any FY 21.1 ap-
plications already submitted.

Applications for the second cycle of fis-
cal year 2020 (FY 20.2) are undergoing
peer review. CPRIT is not withdrawing
the FY 20.2 applications and expects to
announce awards in August or early fall.

« RFAR-21.1- RTA Research
Training Awards

o RFAR-21.1-lIRA Individual Investi-
gator Research Awards

o RFA R-21.1-IIRACCA Individual
Investigator Research Awards for
Cancer in Children and Adolescents

« RFAR-21.1-1IRACT Individual Inves-
tigator Research Awards for Clinical
Translation

« RFAR-21.1-[IRACSBC Individual
Investigator Research Awards for
Computational Systems Biolo-
gy of Cancer
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« RFA R-21.1-1IRAP Individual Investi-
gator Research Awards for Preven-
tion and Early Detection

Scott Gottlieb: A road
map for navigating
COVID-19 in the U.S.

In a report published by the American
Enterprise Institute, former FDA Com-
missioner Scott Gottlieb proposes a
road map for navigating COVID-19 in
the United States.

Gottlieb’s report identifies four phases
and the related actions which need to
be taken by those overseeing Ameri-
ca’s public health strategy to bring the
spread of COVID-19 under control and to
transition slowly to next steps leading
to reopening the country.

Gottlieb co-authored the report with
the following public health experts:
Mark McClellan, MD, PhD; Caitlin Rivers,
PhD, MPH; Lauren Silvis, ]D; and Crystal
Watson, DrPH, MPH.

Read the full report here.

The authors outline the following
four phases:

Phase I: Slow the Spread - Break off the
chain of epidemic transmission

« Measures like social distancing will
need to be in place nationally until
transmission has slowed down and
health infrastructure can be scaled
up to safely manage the outbreak.

Phase ll: Reopen, State by State - Grad-
ually shiftto a focus on individual cases
versus entire populations

. States can move to phase Il when
they are able to safely diagnose,

treat, and isolate COVID-19 cases
and their contact

« Self-distancing measures will still
need to be in place to prevent trans-
mission from accelerating again
(such as increased distancing in
lines, elevators, and indoor spaces).

« Deep cleaning (sanitizing) of shared
spaces should become routine.

« Initially the public will be asked to
limit their gatherings, and people
will initially be asked to wear face
masks while in the community in
order to reduce their risk of asymp-
tomatic spread

Phase lll: Establish Protection Then Lift
All Restrictions- Effective therapeutics,
widespread screening and surveillance,
and a vaccine

« Physical distancing restrictions and
other Phase Il measures can be lift-
ed only when we have available to
us safe and effective technology for
mitigating the risk of COVID-19.

« This technology includes: broad
based surveillance, therapeutics
that can rescue patients with sig-
nificant disease, or prevent serious
illness in those most at risk, and/or a
safe and effective vaccine

Phase IV: Rebuild Our Readiness for the
Next Pandemic

« We must build the tools and sys-
tems to ensure that we are never
again unprepared to face a new
infectious disease threat as soon as
we successfully defeat COVID-19.

« Preparedness for public health
emergencies should be elevated as a
function in the White House, with a
coordinating function equivalent to
the Director of National Intelligence

33

CMS addresses surge
of COVID-19 patients

The Centers for Medicare & Medicaid
Services March 30 issued regulatory
waivers and new rules to respond to
the 2019 novel coronavirus pandemic.

These temporary changes will apply
immediately across the U.S. healthcare
system for the duration of the emer-
gency declaration. This allows hospitals
and health systems to deliver services
at other locations to make room for
COVID-19 patients needing acute care
in their main facility.

The changes allow local hospitals and
healthcare systems to expand treat-
ment capacity that allows them to sep-
arate patients infected with COVID-19
from those who are not affected.

CMS recently approved hundreds of
waiver requests from healthcare pro-
viders, state governments, and state
hospital associations in the following
states: Ohio; Tennessee; Virginia; Mis-
souri; Michigan; New Hampshire; Or-
egon; California; Washington; lllinois;
lowa; South Dakota; Texas; New Jer-
sey; and North Carolina. Other states
and providers do not need to apply for
these waivers and can begin using the
flexibilities immediately.

CMS’s temporary actions allow local
hospitals and healthcare systems to:

Increase hospital capacity:

« Communities can use local ambu-
latory surgery centers that have
canceled elective surgeries, per
federal recommendations. Surgery
centers can contract with local
healthcare systems to provide
hospital services, or they can enroll
and bill as hospitals during the


https://www.aei.org/research-products/report/national-coronavirus-response-a-road-map-to-reopening/
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emergency declaration as long as
they are not inconsistent with their
state’s Emergency Preparedness or
Pandemic Plan. The new flexibili-
ties will also leverage these types

of sites to decant services typically
provided by hospitals such as cancer
procedures, trauma surgeries and
other essential surgeries.

CMS will now temporarily permit
non-hospital buildings and spac-
es to be used for patient care and
quarantine sites, provided that the
location is approved by the State
and ensures the safety and com-
fort of patients and staff. This will
expand the capacity of commu-
nities to develop a system of care
that safely treats patients without
COVID-19, and isolate and treat
patients with COVID-19.

CMS will also allow hospitals,
laboratories, and other entities to
perform tests for COVID-19 on peo-
ple at home and in other commu-
nity-based settings outside of the
hospital. The new guidance allows
healthcare systems, hospitals, and
communities to set up testing sites
exclusively for the purpose of identi-
fying COVID-19-positive patients in
a safe environment.

CMS will allow hospital emergency
departments to test and screen pa-
tients for COVID-19 at drive-through
and off-campus test sites.

During the public health emergen-
cy, ambulances can transport pa-
tients to a wider range of locations
when other transportation is not
medically appropriate. These desti-
nations include community mental
health centers, federally qualified
health centers, physician’s offices,
urgent care facilities, ambulatory
surgery centers, and any locations
furnishing dialysis services when an
ESRD facility is not available.

« Physician-owned hospitals can

temporarily increase the number
of their licensed beds, operating
rooms, and procedure rooms. For
example, a physician-owned hospi-
tal may temporarily convert obser-
vation beds to inpatient beds to
accommodate patient surge during
the public health emergency.

Hospitals can bill for services
provided outside their four walls.
Emergency departments of hospi-
tals can use telehealth services to
quickly assess patients to determine
the most appropriate site of care,
freeing emergency space for those
that need it most. New rules ensure
that patients can be screened at
alternate treatment and testing
sites which are not subject to the
Emergency Medical Labor and
Treatment Act as long as the na-
tional emergency remains in force.
This will allow hospitals, psychiatric
hospitals, and critical access hospi-
tals to screen patients at a location
offsite from the hospital’s campus
to prevent the spread of COVID-19.

Expand the healthcare workforce:

Local private practice clinicians and
their trained staff may be available
for temporary employment because
nonessential medical and surgical
services are postponed during the
public health emergency. CMS’s
temporary requirements allow
hospitals and healthcare systems
to increase their workforce capacity
by removing barriers for physicians,
nurses, and other clinicians to be
readily hired from the local com-
munity as well as those licensed
from other states without violating
Medicare rules.

These healthcare workers can then
perform the functions they are
qualified and licensed for, while
awaiting completion of federal
paperwork requirements.
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CMS is issuing waivers so that hos-
pitals can use other practitioners,
such as physician assistants and
nurse practitioners, to the fullest
extent possible, in accordance with
a state’s emergency preparedness
or pandemic plan. These clinicians
can perform services such as order
tests and medications that may
have previously required a physi-
cian’s order where this is permitted
under state law.

CMS is waiving the requirements
that a certified registered nurse
anesthetist is under the supervision
of a physician. This will allow CRNAs
to function to the fullest extent
allowed by the state, and free up
physicians from the supervisory re-
quirement and expand the capacity
of both CRNAs and physicians.

CMS also is issuing a blanket waiver
to allow hospitals to provide ben-
efits and support to their medical
staff, such as multiple daily meals,
laundry service for personal cloth-
ing, or child care services while the
physicians and other staff are at the
hospital and engaging in activi-

ties that benefit the hospital and

its patients.

CMS will also allow healthcare
providers (clinicians, hospitals and
other institutional providers, and
suppliers) to enroll in Medicare
temporarily to provide care during
the public health emergency.

Reducing paperwork:

CMS is temporarily eliminating pa-
perwork requirements and allowing
clinicians to spend more time with
patients. Medicare will now cover
respiratory-related devices and
equipment for any medical reason
determined by clinicians so that
patients can get the care they need,;
previously Medicare only covered
them under certain circumstances.



« During the public health emergen-
cy, hospitals will not be required to
have written policies on processes
and visitation of patients who are
in COVID-19 isolation. Hospitals
will also have more time to pro-
vide patients a copy of their med-
ical record.

CMS is providing temporary relief
from many audit and reporting
requirements so that providers,
healthcare facilities, Medicare
Advantage health plans, Medicare
Part D prescription drug plans, and
states can focus on providing need-
ed care to Medicare and Medicaid
beneficiaries affected by COVID-19.

This is being done by extending
reporting deadlines and sus-
pending documentation requests
which would take time away from
patient care.

Promote telehealth in Medicare:

« Building on prior action to expand
reimbursement for telehealth ser-
vices to Medicare beneficiaries, CMS
will now allow for more than 8o
additional services to be furnished
via telehealth. During the public
health emergencies, individuals can
use interactive apps with audio and
video capabilities to visit with their
clinician for an even broader range
of services. Providers also can eval-
uate beneficiaries who have audio
phones only.

These temporary changes will
ensure that patients have access
to physicians and other providers
while remaining safely at home.

Providers can bill for telehealth
visits at the same rate as in-per-

son visits. Telehealth visits include
emergency department visits,
initial nursing facility and discharge
visits, home visits, and therapy
services, which must be provided
by a clinician that is allowed to
provide telehealth. New as well as
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established patients now may stay
at home and have a telehealth visit
with their provider.

« CMSis allowing telehealth to fulfill
many face-to-face visit require-
ments for clinicians to see their
patients in inpatient rehabilitation
facilities, hospice and home health.

« CMSis making it clear that clinicians
can provide remote patient monitor-
ing services to patients with acute
and chronic conditions, and can
be provided for patients with only
one disease. For example, remote
patient monitoring can be used to
monitor a patient’s oxygen satura-
tion levels using pulse oximetry.

« Inaddition, CMS is allowing physi-
cians to supervise their clinical staff
using virtual technologies when
appropriate, instead of requiring
in-person presence.

COA thanks CMS for
telehealth expansion

The following is a statement from Ted
Okon, executive director of the Commu-
nity Oncology Alliance, on recent CMS
expansions in light of COVID-19.

“The Community Oncology Alliance
applauds the Centers for Medicare &
Medicaid Services for new flexibilities
to telehealth regulations and rules
that will allow community oncology
providers to dramatically expand safe
cancer treatment during the COVID-19
global pandemic. This major expansion
of telehealth services and relaxation
of regulations provides a huge boost
to the ability of community practices
to care for patients with cancer whose
treatment cannot stop.

“The new regulatory relief and rules
from CMS are extensive and include
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the ability for providers to furnish 8o
more services via telehealth and to
bill for telehealth visits at the same
rate as in-person visits. Additionally,
CMS has made it clear that providers
can now evaluate patients who have
audio-only phone systems, an im-
mense easing of burdens for those
patients who might not have access
to, or are not comfortable with, ad-
vanced technology.

“The COVID-19 pandemic has forced
a major reorganization and restruc-
turing of cancer care in America. CMS’
rapid response to the crisis in recent
weeks means that patients with can-
cer, many of whom are Medicare
seniors with compromised immune
systems that are most at risk of infec-
tion, can continue to receive cancer
treatments while staying safe.

“For example, thanks to telehealth, a
community oncology practice in Ore-
gon has been able to treat an 81-year-
old patient with a new diagnosis of
acute myeloid leukemia. That person
is being managed remotely, with labs
drawn at the patient’s residence cen-
ter. Weekly virtual telehealth meet-
ings allow the physician to track how
the patient is doing, ensuring they
receive needed cancer care in a safe,
cost-efficient setting.

“A community oncology practice in
North Texas also reports that tele-
medicine is allowing it to spare rural
patients with long drives into ur-
ban areas that have seen COVID-19
outbreaks. This is not only reducing
lengthy travel times but also greatly
reduces their risk of exposure to the
virus. Just this week, because of the
new Medicare telehealth policies, the
practice has been able to help a new
patient with liver disease avoid a 133-
mile drive as well as coordinate with
other specialists for their cancer care.
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“Community oncology can’t thank
CMS and Administrator Seema
Verma enough for quickly moving
these changes forward that will dra-
matically help oncology providers
diagnose and monitor their patients
safely during the COVID-19 pandem-
ic. CMS has demonstrated an amaz-
ing ability to cut through the red
tape of Medicare bureaucracy and
speed up these critically important
changes. They are right on target
in providing a veritable lifeline to
Americans who are struggling with
cancer in the midst of crisis.

“Across the country, independent
community oncology practices
have risen to the challenge of the
COVID-19 pandemic and continue
to serve as cancer care providers
for millions of patients. As the pro-
viders of cancer care to the majori-
ty of patients in America, now more
than ever, it is crucial that commu-
nity oncology practices stay open
and active for patients as cancer
and cancer care do not stop during
times of national emergencies. The
expansion of telehealth options and
reduction of regulatory burdens are
important steps that allow practic-
es to do that while also keeping pa-
tients safe and healthy.”

LLS, partners commit
$4.5M for blood cancer
patients impacted

by COVID-19

The Leukemia & Lymphoma Society
and its partners developed the LLS
COVID-19 Patient Financial Aid Program
to provide $250 for eligible blood cancer
patients struggling with the economic
hardship because of COVID-19.

Amgen, Inc., Bristol Myers Squibb Foun-
dation, Foundation Medicine, Inc., Ge-
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nentech, a member of the Roche Group,
Incyte, MorphoSys Foundation, Servier
Pharmaceuticals, Subaru of America,
Inc., and Takeda Oncology are contrib-
uting to the program.

“Along with our partners, we anticipat-
ed that blood cancer patients would
need help with non-medical expens-
es such as food and other household
needs, and housing and transportation,”
Louis ]. DeGennaro, LLS president and
CEO, said in a statement. “And we aim
to raise up to $10 million to help even
more patients during this crisis.”

LLS is providing free educational re-
sources and supportto patients through
aseries of blogs, webinars and chats led
by medical professionals.

LLS is soliciting donations for the pro-
gram. All donations contribute to LLS’s
mission to find cures for blood cancers
and to ensure patient access to care.

PharmaMar submits
phase Il clinical trial
of Aplidin treatment
of COVID-19

to the Spanish
Medicines Agency

The APLICQV clinical trial protocol for
Aplidin (plitidepsin) was submitted to
the Spanish Medicines and Healthcare
Products Agency.

PharmaMar sponsors the multicenter,
randomized phase Il clinical trial, in
which two different doses of plitidepsin
will be evaluated for the treatment of
patients with COVID-19 pneumonia. The
protocol is currently being evaluated.

The protocol includes 160 patients ad-
mitted to hospitals in Spain, where itis
intended to assess whether plitidepsin,
administered intravenously for 5 days

to patients with COVD-19 pneumonia,
reduces the proportion of patients who
progress to Acute Respiratory Distress
Syndrome, the main cause of patients
requiring mechanical ventilation and/or
admission to intensive care units.

Several Spanish centers are due to par-
ticipate in the study and which is expect-
ed to startas soon as the authorization
from the health authorities is obtained.

On March 13, PharmaMar announced the
results of in vitro studies of plitidepsin in
human coronavirus HCoV-229E, with a
mechanism of multiplication and propa-
gation thatis very similarto that of SARS-
CoV-2. The studies were carried out at the
National Biotechnology Centre of the
Spanish National Research Council by Luis
Enjuanes, Sonia Zfiga and Isabel Sola.

“As soon as we receive authorization
from the AEMPS, we will be able to start
the clinical trial with plitidepsin and we
hope that it can become an effective
weapon against COVID-19,” José Maria
Fernandez, president of PharmaMar,
said in a statement.

Plitidepsin acts by blocking the protein
eEF1A, present in human cells, which
is used by SARS-CoV-2 to reproduce
and infect other cells. By means of this
blocking, the reproduction of the virus
inside the cell is prevented, making its
propagation to the rest of the organ-
ism’s cells, not feasible.

Study: Patients
with new-onset
digestive symptoms
after possible
COVID-19 contact
should be suspected
for theillness

A unique subgroup of patients who
have COVID-19 with low severity dis-


https://www.lls.org/
https://www.lls.org/support/financial-support/covid-19-assistance-program
https://www.lls.org/support/financial-support/covid-19-assistance-program
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ease experienced digestive symptoms,
most notably diarrhea, according to a
study published in The American Journal
of Gastroenterology.

The authors, from Union Hospital and
Tongji Medical College in Wuhan, Chi-
na, report that these digestive ailments
presented themselves as early symp-
toms of COVID-19 in some patients.

“This study is vital because it represents
the 80% or more of patients who do not
have severe or critical disease,” Bren-
nan M.R. Spiegel, co-editor-in-chief of
The American Journal of Gastroenterolo-
gy, said in a statement. “This is about
the more common scenario of people
in the community struggling to figure
out if they might have COVID-19 be-
cause of new-onset diarrhea, nausea,
or vomiting.”

The analysis included 206 patients
with low severity COVID-19, including
48 presenting with a digestive symp-
tom alone, 69 with both digestive and
respiratory symptoms, and 89 with re-
spiratory symptoms alone.

Key Findings:

« Thereis a unique subgroup of
COVID-19 patients with low sever-
ity disease marked by presence of
digestive symptoms.

« These patients are more likely to
test positive in stool for COVID-19
RNA, to have a longer delay before
viral clearance, and to experience
delayed diagnosis compared to
patients with respiratory symptoms
but no digestive symptoms.

« Insome cases, the digestive symp-
toms, particularly diarrhea, can be
the initial presentation of COVID-19,
and may only later or never present
with respiratory symptoms or fever.

« Importantly, only two-thirds of peo-
ple in this study had a fever, mean-

ing itis not even necessary to have a
fever to suspect the diagnosis.

« These data emphasize that patients
with new-onset digestive symptoms
after a possible COVID-19 contact
must be suspected for the illness,
even in the absence of cough, short-
ness of breath, sore throat, or fever.

Convalescent plasma
donations to be
collected by Versiti
Blood Centers to treat
COVID-19 patients

Versiti Inc. in early April plans to collect
plasma from recovered COVID-19 pa-
tients to help treat others with the virus.

The blood-related treatment—ap-
proved by the FDA as an Emergency
Investigational New Drug —would be
used by hospitals for the most severely
affected patients.

Versiti blood centers is working with
partner hospitals to identify recovered
patients. As per the guidelines, hospitals
must request FDA approval and work
within the EIND guidelines, or other ap-
proved IND, in order to treat coronavi-
rus patients with plasma. Donors would
be referred to Versiti through hospitals,
or the recovered patients’ physicians.

“The potential donors must first be
proven to have had a COVID-19 diagno-
sis through a positive lab test result, and
must then have a negative test result 14
days after recovering from symptoms,”
Versiti Senior Medical Director Dan A.
Waxman said in a statement. “It's a very
collaborative effort with our hospital
partners who will be working to identify
and verify the donors.”
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Versiti hopes to implement the coro-
navirus plasma collection program in
early April. The donated plasma will be
provided directly to the hospitals with
whom Versiti is partnering.

“Many of our hospital partners have al-
ready requested the donations,” Wax-
man said. “They are anxious to begin
the program.”

The plasma treatment would transfer
the antibodies that the recovered pa-
tient created into critically ill patients
currently receiving care. Because of the
investigational nature of this treatment,
it is difficult to know just how many
plasma infusions a COVID-19 patient
may require, Waxman said.

Plasma donations take about 30 to 40
minutes and will be collected at Versiti
donor centers in lllinois, Indiana, Michi-
gan, Ohio and Wisconsin. The donation
process is the same as with other plas-
ma donations, and will be performed
using an apheresis machine.

Though blood group AB is the univer-
sal plasma donor, any blood type donor
who has recovered from the virus is eli-
gible to donate as part of the program.

Versiti is working with Froedtert Hos-
pital and the Medical College of Wis-
consin, under the direction of Gilbert
White, Versiti executive vice president
for research and chief science officer
and professor at MCW, who is serving
as the primary investigator, and Mary
Beth Graham, medical director of In-
fection Prevention & Control at Froed-
tert Hospital, and associate chief of the
Division of Infectious Disease at MCW,
to support a research study related to
plasma infusion.

“This isavery importantjointeffort that
we are undertaking which will benefit
every hospital system in the state of
Wisconsin and beyond,” White said.


https://u7061146.ct.sendgrid.net/ls/click?upn=4tNED-2FM8iDZJQyQ53jATUY8tGQtyS50HD10pXrL-2Fxr0hyQcsZ-2ByiVaUppteHL-2BxnQn43vReGxj6m914zgDfJTk-2FA6ZgYyNPDpw9bU0pKH4j9iCeh1CtoMqHvHkb5vwK85rd3_ktYBVXznsociAgd5JlClcMwgjr4yDGB88CKjQ6gvdeC-2FumVDJmpd-2BZLg1mwUltlmh7g94WqK2WDgpSkuIGVKHZ8Aady3LLw9K8lJTcAweniRyO8REjHDcvSzz0Kn30fbLLh0f6zJ7oCD8UdubEyKIfQ4HM6nsK6Uk1ALXsVyVDxOhbN8AYr3KOYGyYgL1D2vvvhzTTNvy5-2FkeXZC-2FLWTxBFIjfB5jJHkFgPEhTlrTblzSPcwVj29Y2mNlKgS5-2FArtXMNO8y1dVhJB9GyaN1DcEqzCFCN1PIshP0aoZZ27Pf21hruM4J0Fsl1tB8wqgJhyFrX7jDAe1DKHPcAVcb6IkTUUDXGJCLGuU6FplrMMKs-3D
https://u7061146.ct.sendgrid.net/ls/click?upn=4tNED-2FM8iDZJQyQ53jATUY8tGQtyS50HD10pXrL-2Fxr0hyQcsZ-2ByiVaUppteHL-2BxnQn43vReGxj6m914zgDfJTk-2FA6ZgYyNPDpw9bU0pKH4j9iCeh1CtoMqHvHkb5vwK85rd3_ktYBVXznsociAgd5JlClcMwgjr4yDGB88CKjQ6gvdeC-2FumVDJmpd-2BZLg1mwUltlmh7g94WqK2WDgpSkuIGVKHZ8Aady3LLw9K8lJTcAweniRyO8REjHDcvSzz0Kn30fbLLh0f6zJ7oCD8UdubEyKIfQ4HM6nsK6Uk1ALXsVyVDxOhbN8AYr3KOYGyYgL1D2vvvhzTTNvy5-2FkeXZC-2FLWTxBFIjfB5jJHkFgPEhTlrTblzSPcwVj29Y2mNlKgS5-2FArtXMNO8y1dVhJB9GyaN1DcEqzCFCN1PIshP0aoZZ27Pf21hruM4J0Fsl1tB8wqgJhyFrX7jDAe1DKHPcAVcb6IkTUUDXGJCLGuU6FplrMMKs-3D
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The research project involves a clinical
trial component with recovered coro-
navirus patients, who will be referred
by hospitals.

Metastatic breast
cancer patient tests
negative for COVID-19

Janice Cowden, a Florida resident who
has metastatic breast cancer and symp-
toms of the novel coronavirus, has test-
ed negative for COVID-19 after a lengthy
process that involved being denied test-
ing multiple times—despite her vulner-
able status (The Cancer Letter, March 20).

Cowden, 62, was worried about having
potentially exposed other patients at
a fundraising event in late February.
Two weeks ago, on March 21, she fi-
nally received a test. To be exact, she
received two tests—one at a curbside
testing facility, and one at her primary
care provider.

It took 13 days for Cowden to receive the
results from both tests. “The upside of
two negative tests is that MD Ander-
son might be less likely to reschedule
my PET/CT/Onc appointments again,”
Cowden said.

Cowden’s symptoms have mostly sub-
sided after a full month of not knowing
whether she put others at risk. The de-
lay indicates a nationwide response to
COVID-19 that can be best described, in
Cowden’s words, as “a total shit show.”

“That’s usually what we call metastatic
breast cancer—just a total shit show.
It's very valid to use that term in relation
to this virus too, because it truly is that,”
Cowden said.
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Cowden first developed symptoms
of COVID-19 in early March—severe
coughing, labored breathing, aches and
a high fever of103. There was a delay in
testing, because her primary care phy-
sician and the emergency room didn’t
have any tests.

“This whole experience has been one
of extreme frustration and disappoint-
ment for me. There are so many other
people who are just at the beginning of
this,” Cowen said. “Clearly they’re not
going to be getting their results, unless
they're inpatient, any faster—or unless
they’re a health care worker at a facility.”

In Florida, where there are upwards
of 8,000 confirmed cases of the virus,
Gov. Ron DeSantis issued a statewide
stay-at-home order April 1. On the day
Cowden sought treatment at the ER at
the direction of her primary care physi-
cian, her community held a St. Patrick’s
Day celebration.

“It's just so widespread in Florida. So, |
look at thisand | think, why is it so difficult
for Americans in general to do what we
need to doto lessen the spread of the dis-
ease?” Cowden said. “Those of us who've
been immunocompromised due to dis-
ease treatment for breast cancerare used
to having to socially isolate. If they could
just do it for a short time, then it would
change that entire trajectory pattern.”

FAQs and Guidances

Federal government:

« NClI source book and resources: clin-
ical and laboratory operations

« NCI Emergency Resources: What
people with cancer should know
about the coronavirus

« NCI guidance: Interim guidance for
patients on clinical trials supported
by the NCI Cancer Therapy Evalu-
ation Program (CTEP) and the NCI
Community Oncology Research
Program (NCORP).

« CTEP coronavirus guidance

« COVID-19 scientific interest group

« FDA guidance: Conduct of clinical
trials of medical products during
COVID-19 pandemic

« FDA guidance update:
Blood donations

d More FDA updates: Medical
Countermeasures Ini-
tiative, on COVID-19

J FDA continues to facilitate
access to crucial medical
products, Including ventilators

G FDA provides update on
patient access to certain
REMS drugs during COVID-19
public health emergency

3 A message to patients with
cancer and Health Care Pro-
viders About COVID-19

3 Update: Diagnostic
testing for COVID-19

Professional societies:

« American Society of Clinical On-
cology FAQ: Emerging issues and
challenges in caring for patients
with cancer during the coronavi-
rus pandemic

« American Cancer Society FAQ:
Common questions about the new
coronavirus outbreak

0 ACSclinical guidance: COVID-
19 elective case triage guide-
lines for surgical care



https://ctep.cancer.gov/content/docs/Memorandum_on_Interim_Guidance_for_Clinical_Trial_Activities_Affected_by_the_Novel_Coronavirus-3-13-2020.pdf
https://ctep.cancer.gov/investigatorResources/corona_virus_guidance.htm
https://oir.nih.gov/sigs/covid-19-scientific-interest-group
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/fda-guidance-conduct-clinical-trials-medical-products-during-covid-19-pandemic
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-blood-donations
https://www.fda.gov/emergency-preparedness-and-response/mcm-issues/coronavirus-disease-2019-covid-19
https://www.fda.gov/emergency-preparedness-and-response/mcm-issues/coronavirus-disease-2019-covid-19
https://www.fda.gov/emergency-preparedness-and-response/mcm-issues/coronavirus-disease-2019-covid-19
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-continues-facilitate-access-crucial-medical-products-including?utm_campaign=032220_PR_Coronavirus%20Update%3A%20FDA%20Continues%20to%20Facilitate%20Access%20Ventilators&utm_medium=email&utm_source=Eloqua
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-continues-facilitate-access-crucial-medical-products-including?utm_campaign=032220_PR_Coronavirus%20Update%3A%20FDA%20Continues%20to%20Facilitate%20Access%20Ventilators&utm_medium=email&utm_source=Eloqua
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-provides-update-patient-access-certain-rems-drugs-during-covid-19?utm_campaign=032220_PR_FDA%20provides%20update%20on%20patient%20access%20to%20certain%20REMS%20drugs%20during%20COVID-19&utm_medium=email&utm_source=Eloqua
https://www.fda.gov/about-fda/oncology-center-excellence/message-patients-cancer-and-health-care-providers-about-covid-19
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-expedites-review-diagnostic-tests-combat-covid-19?utm_campaign=033020_Statement_FDA%20expedites%20review%20of%20diagnostic%20tests&utm_medium=email&utm_source=Eloqua
https://www.asco.org/asco-coronavirus-information
https://www.cancer.org/latest-news/common-questions-about-the-new-coronavirus-outbreak.html
https://www.facs.org/covid-19/clinical-guidance/elective-case
https://oir.nih.gov/sourcebook/intramural-covid-19-guidance-resources
https://www.cancer.gov/contact/emergency-preparedness/coronavirus
https://cancerletter.com/articles/20200320_5/

ISSUE14 | VOL46 | APRIL3,2020 | THE CANCER LETTER

G Create asurgical review com-
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surgical triage decision making

d COVID-19 and 2020 ACS Grants
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and basic and translational research LINKED_IN

Community Oncology Alliance
resources: Coronavirus (COVID-19)
practice resources and protocols

Leukemia & Lymphoma Society

FAQ: Resources and what you
should know about the coronavirus
American Society for Radiation
Oncology FAQ: COVID-19 recom-
mendations and information

American College of Surgeons re-
sources: For the surgical community linkedin.com/company/The-Cancer-Letter

Society for Immunotherapy of
Cancer resources: Implications for
patients, translational research

American Society for Transplanta-
tion and Cellular Therapy resources

European Blood and Mar-

row Transplan'Fation Society NEVER MISS
recommendations AN ISSUE!

World Marrow Donor Associa-

tion resources .
SR Get e-mail alerts now.

Research centers:

« St.Jude Children’s Research Hos-
pital FAQ: COVID-19 and children
with cancer

« Journal of the National Compre-
hensive Cancer Network: How
to manage cancer care during
COVID-19 pandemic

orsign-upat:
https://cancerletter.com/mailing-list/



https://cancerletter.com/mailing-list/
https://www.linkedin.com/company/The-Cancer-Letter/
https://www.facs.org/covid-19/clinical-guidance/review-committee
https://www.facs.org/covid-19/clinical-guidance/review-committee
https://www.cancer.org/research/we-fund-cancer-research/apply-research-grant/grant-types/covid-19-and-2020-acs-grants.html
https://www.sitcancer.org/research/covid-19-resources
https://communityoncology.org/coronavirus-covid-19-practice-resources-and-protocols/
https://www.lls.org/public-health/coronavirus
https://www.astro.org/Daily-Practice/COVID-19-Recommendations-and-Information/COVID-19-FAQs
https://www.facs.org/covid-19
https://www.facs.org/covid-19
https://www.sitcancer.org/research/covid-19-resources
https://www.astct.org/communities/public-home?CommunityKey=d3949d84-3440-45f4-8142-90ea05adb0e5
https://www.ebmt.org/sites/default/files/2020-03/EBMT%20COVID-19%20guidelines%20v.3.2%20%282020-03-16%29.pdf
https://share.wmda.info/display/LP/COVID-19+-+Impact+on+Registry+Operations#/
https://together.stjude.org/en-us/care-support/covid-19.html
https://www.nccn.org/about/news/newsinfo.aspx?NewsID=1949
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TRIALS & TRIBULATIONS

COVID-19 and cancer:

Ethical dilemmas in immune
checkpoint blockade

soncologists, we are all too familiar

with making treatment recommen-
dations and advising on end-of-life care
in the absence of robust data. In ethical
conundrums, we rely on guidance from
our colleagues in the field, institutions,
and national/international leader-
ship bodies.

These decisions are even more urgent
during the current COVID-19 pandem-
ic. These are truly unprecedented
times. While we certainly have faced

Allison Betof Warner, MD, PhD
Assistant attending physician

Melanoma Service, Early Drug Development Service,
Memorial Sloan Kettering Cancer Center

outbreaks of life-threatening illness
before, few have been as prevalent and
as virulent as the novel coronavirus.

The closest parallel we can draw is to the
1918 influenza pandemic, which swept
rapidly around the world, leaving an es-
timated 50 million people dead. Though
devastating, medical management in
this past era was reasonably straight-
forward. There were no vaccines, no
antibiotics, and few supportive care in-
terventions available to patients.

Personal hygiene, thorough cleaning,
and isolation—so-called “social dis-
tancing” in the modern vernacular—
became the best interventions against
the virus. As they are today, individuals
with comorbid conditions such as can-
cer were likely at high risk for contract-
ing and dying from influenza.

A key difference, however, is that in
1918, the field of oncology was in its
infancy. Surgery was employed for lo-
calized disease when possible, and radi-
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ation therapy with radium had recently
been adopted. There were no options
for systemic therapy. Thus, when the
1918 influenza pandemic struck, cancer
patients and their doctors faced few
management decisions surrounding
how best to treat their cancer.

The remarkable therapeutic break-
throughs of the past century have
yielded systemic treatment options for
many patients with advanced cancer.
Chemotherapy, targeted therapy, and
now immunotherapy with immune
checkpoint blockade, have all been in-
corporated into standard regimens for
patients with cancer.

This relative abundance of therapeutic
options has certainly improved out-
comes for our patients. With each new
therapeutic option comes new ques-
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When considering how to best care for
our patients in these challenging times,
we must come back to fundamental
ethical principles. First, do no harm.
While this is often a challenge for on-
cologists who need to consider toxici-
ties from systemic therapy in the face
of often a life-threatening cancer, this
notion has taken on particular acuity
during the COVID pandemic.

How should we view therapies that may
treat the cancer but place the patient
at higher risk of contracting, or having
a more serious course with COVID-19,
either as a result of immune suppres-
sion for treatment-related toxicities or,
more directly, through higher baseline
inflammation?

Do we delay therapy until we are past
the peak of transmission, and there-

With each new therapeutic option come new
questions about the risk of toxicity versus
the expected benefit and concerns about
appropriate use of limited resources. These are
challenging questions at the best of times.

tions about the risk of toxicity versus the
expected benefit and concerns about
appropriate use of limited resources.
These are challenging questions at the
best of times.

The COVID-19 pandemic has magnified
many of these ethical dilemmas and
raised new and unexpected challeng-
es. | will focus here on what | consider
some of the key challenges during the
COVID pandemicsurrounding the use of
immune checkpointinhibitors, the fast-
est growing option for systemic therapy
for a variety of malignancies.
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in take the risk of disease progression
that we may or may not be able to
control when treatment can be given
more safely?

We know that immunotherapy comes
with a risk of pneumonitis; could
there be synergy between PD-1 inhib-
itor-induced pneumonitis and the in-
flammatory ARDS that can be lethal
with COVID-19?

Taken further, might the proinflam-
matory state promoted by checkpoint
inhibitors exacerbate COVID complica-
tions? Are these theoretical risks suffi-
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cient to withhold potentially life-sus-
taining immunotherapy? Alternatively,
might the immune enhancing nature of
checkpoint inhibitors help to prevent
COVID infection?

No one can definitively answer any of
these questions. We must rely on our
colleagues to help guide decisions in
the absence of robust data.

With this in mind, nonetheless, | hum-
bly put forth a few of my own guiding
principles for your consideration.

1. To minimize risk of immune-medi-
ated adverse events and therefore
the need for immunosuppressive
treatment, | suggest considering
a PD-1-targeting regimen alone,
as opposed in combination (i.e.
nivolumab + ipilimumab), in the ab-
sence of clear evidence of superior-
ity of a combination regimen (e.g.
melanoma brain metastases).

Incremental benefit of combina-
tion regimens must be weighed
heavily against the likelihood of
requiring steroids or other immu-
nosuppressive agents, which may
increase the likelihood of con-
tracting COVID-19 or diminish the
patient’s ability to clear the virus.

Similar considerations must be
given to chemotherapy in combi-
nation with immunotherapy, as
chemotherapy-induced immuno-
suppression could heighten risk
of infection.

2. Fewer treatment sessions mean
fewer opportunities for virus trans-
mission from health care workers
and other patients. This lowers risk
for both patients and providers.
Utilize available tools to extend
time between treatment sessions.

For example, many oncologists
continue to prescribe nivolumab
240 mg every 2 weeks, as opposed



42

FOLLOW US
(0]}
FACEBOOK

facebook.com/
TheCancerlLetter

THE CANCER LETTER | APRIL3,2020 | VOL46 | ISSUE14

to the 480 mg every-4-week
regimen, which has similar phar-
macokinetic exposure over the

4 week period. Switching to the
every-4-week regimen decreases
the number of visits (and therefore,
the risk of exposure at a health care
facility) in half.

For patients with well-controlled
disease (including low volume, sta-
ble stage IV), or those being treated
with adjuvant immunotherapy, the
risk of a health care visit may out-
weigh the benefit of a single dose.

For example, NCCN recently issued
“Short-Term Recommendations for
Cutaneous Melanoma Manage-
ment During COVID-19 Pandemic”
advocating for deferral of adjuvant
therapy for patients with <50%
estimated risk of disease relapse.

3. Given therisks, perhaps immuno-
therapy should be given only when
the regimen has demonstrated
some clinical activity. Truly novel
agents or combinations should be
discouraged. This is the most chal-
lenging of the proposed principles.

Often, patients with few treatment
options wish to try cutting-edge
therapies, either by compassionate
use oron a clinical trial, despite
little expected clinical benefit. |
suggest that the known risks of im-
munotherapy and potential need
forimmunosuppression should
drive our decisions during the time
of the COVID pandemic.

Physicians must also balance the
risk to themselves and other essen-
tial medical personnel needed to
care for patients. | am not alone in
this thinking, and many institutions
have limited enrollment on clinical

trials to those that have demon-
strated clear therapeutic benefit.

While it is difficult to give up hope
that an unlikely therapy may ben-
efit the patient, we know that the
risk of severe illness with COVID-19
is high, particularly in patients with
advanced cancer. If a clinical trial is
being considered, we should prior-
itize those with oral dosing (versus
intravenous, radiation, or proce-
dure-based) and less frequent
visits to minimize risk of exposure
to patients and medical staff.

Undoubtedly, these are challenging
times. Perhaps the most difficult times
some of us will face in our careers.
Many of us are struggling with deci-
sions we hoped we would never have
to make and some that we never even
imagined. Here, | suggest some of
my personal guiding principles when
faced with challenging decisions about
immunotherapy.

They are by no means compre-
hensive, but my hope is that they
will provide a framework around
which to approach therapeutic deci-
sions. But the strength of our com-
munity is just that—community.

We are in this together, and my hope
is that these suggestions spark more
conversation and collaboration. Though
you may be the one writing (or not writ-
ing) the order, you are not alone in mak-
ing these difficult decisions. Now, more
than ever, is the time to lean on each
other for help and support.


http://facebook.com/TheCancerLetter
https://www.nccn.org/covid-19/pdf/MGH_covid19_Early%20Melanoma%20Patients.pdf
https://www.nccn.org/covid-19/pdf/MGH_covid19_Early%20Melanoma%20Patients.pdf
https://www.nccn.org/covid-19/pdf/MGH_covid19_Early%20Melanoma%20Patients.pdf

CLINICAL ROUNDUP

£

E

Keytruda significantly
improves PFS as
first-line treatment

in colorectal cancer
indication

The phase Ill KEYNOTE-177 trial evalu-
ating first-line treatment of Keytruda
in patients with microsatellite instabil-
ity-high or mismatch repair deficient
unresectable or metastatic colorectal
cancer met one of its dual primary end-
points of progression-free survival.

Merck sponsors Keytruda.

Based on an interim analysis conduct-
ed by an independent data monitoring
committee, Keytruda monotherapy
demonstrated a statistically significant
and clinically meaningful improvement
in PFS compared with chemotherapy
(investigator’s choice of mFOLFOX6 or
FOLFIRI, with or without bevacizumab
or cetuximab). Based on the commit-
tee’s recommendation, the study will
continue without changes to evaluate
overall survival, the other dual primary
endpoint. The safety profile of Keytruda
in this trial was consistent with previous-
ly reported studies, and no new safety
signals were identified.
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“These head-to-head data with Key-
truda are the first time a single-agent,
anti-cancer therapy, and particularly
an anti-PD-1 monotherapy, achieved a
statistically significant improvement in
progression-free survival over chemo-
therapy, including the current standard
of care regimen of mFOLFOX6 plus bev-
acizumab, in patients with MSI-H col-
orectal cancer,” Roy Baynes, senior vice
president and head of global clinical
development, and chief medical officer
of Merck Research Laboratories, said in
a statement.

In May 2017, Keytruda became the first
cancer therapy approved by FDA for use
based on a biomarker, regardless of tu-
mor type, in previously treated patients
with MSI-H or dMMR solid tumors.

Phase lll cancer
vaccine trial meets
primary endpoint

The primary endpoint was metina pre-
defined step-1analysis of a phase Il trial
in non-small cell lung cancer patients
treated with Tedopi, a neoepitope can-
cer vaccine.

Data showed a 12 month-survival rate
of 46% for patients treated with Tedo-
pi versus 36% for patients in the che-
motherapy control arm. Enrollment in
the Step-2 portion of the phase Il trial
have been stopped due to concerns
over COVID-19.

Instead, there will be further analysis of
step-1 data in parallel with discussions
with regulatory agencies on a pathway
to approval.

Tedopi is being developed in a phase
3 trial in NSCLC for patients who have
failed to respond on PD1/PDL1 check-
point inhibitor treatments, the current
standard of care. About 30% of NSCLC
patients don’t respond to checkpoint
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inhibitors and this patient population
lacks approved treatment options. Te-
dopi is also currently being explored in
a phase Il trial in pancreatic cancer.

Caris Life Sciences
develops Al-
powered predictor
of chemotherapy
sensitivity in MCC

Caris Life Sciences launched MI FOLFOX-
ai, an artificial intelligence-based pre-
dictor of response to FOLFOX chemo-
therapy in metastatic colorectal cancer
that demonstrated approximately 50%
improvement in overall survival across
two independent validation studies.

The Al-powered predictor is using Caris
Molecular Intelligence tumor profiling
results, and is intended to gauge a pa-
tient’s likelihood of benefit from FOLF-
OX as a first-line regimen in combina-
tion with bevacizumab.

MI FOLFOXai was validated using two
independent data sets to compare the
increased benefit arm to the decreased
benefitarm. The firststudy wasa blinded,
prospective analysis from retrospective-
ly tested samples from the randomized
phase lll TRIBE2 study. This study showed
a median overall survival improvement
of 6.9 months. The second study involved
several hundred cases with real-world
evidence that showed a median overall
survival increase of 11.8 months.

MI FOLFOXai was developed using a
subset of results from the company’s
proprietary Caris Molecular Intelli-
gence platform, which includes next
generation sequencing for DNA muta-
tions, copy number alterations, inser-
tions/deletions; whole transcriptome
sequencing for RNA fusions and vari-
ant transcripts; and protein testing via
immunochemistry. Machine learning



algorithms were then used to create a
molecular signature that was validated
using the two independent data sets to
compare the increased benefit arm to
the decreased benefitarm.

DRUGS & TARGETS

FDA approves
Imfinzi for ES-SCLC

FDA March 27 approved Imfinzi
(durvalumab) in combination with etopo-
side and either carboplatin orcisplatin as
first-line treatment of patients with ex-
tensive-stage small cell lung cancer.

AstraZeneca sponsors Imfinzi.

Efficacy of this combination in patients
with previously untreated ES-SCLC was
investigated in CASPIAN, a randomized,
multicenter, active-controlled, open-la-
bel, trial (NCTo3043872). The evaluation
was based on the comparison of pa-
tients randomized to Imfinzi plus che-
motherapy vs. chemotherapy alone. The
major efficacy outcome measure was
overall survival. Additional efficacy out-
come measures were investigator-as-
sessed progression-free survival and
objective response rate, per RECIST v1.1.
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Median OS was 13.0 months (95% Cl:
11.5,14.8) in the Imfinzi plus chemother-
apy arm compared with 10.3 months
(95% Cl: 9.3,11.2) in the chemotherapy
alone arm (hazard ratio 0.73; 95% ClI:
0.59, 0.91; p=0.0047).

Investigator-assessed PFS (96% of total
planned events) showed a HR of 0.78
(95% Cl: 0.65, 0.94), with median PFS of
5.1 months (95% Cl: 4.7, 6.2) in the Im-
finzi plus chemotherapy arm and 5.4
months (95% Cl: 4.8, 6.2) in the chemo-
therapy alone arm. The investigator-as-
sessed confirmed ORR was 68% (95%
Cl: 62%, 73%) in the Imfinzi plus che-
motherapy arm and 58% (95% Cl: 52%,
63%) in the chemotherapy alone arm.

EMA grants positive
opinion to Adcetris
combination in
lymphoma indication

The European Medicines Agency’s
Committee for Medicinal Products for
Human Use granted a positive opinion
for the extension of the marketing au-
thorization of Adcetris (brentuximab
vedotin) and recommended its ap-
proval in combination with CHP (cyclo-
phosphamide, doxorubicin, prednisone)
as a treatment for adult patients with
previously untreated systemicanaplas-
tic large cell lymphoma.

Takeda Pharmaceutical Company Ltd.
sponsors Adcetris.

The positive CHMP opinion is based on
the results of the phase Il ECHELON-2
study evaluating Adcetris in combina-
tion with CHP to a standard care, CHOP
(cyclophosphamide, doxorubicin, vin-
cristine, prednisone), in previously un-
treated patients with CD30+ peripheral
T-cell ymphoma, including the subtype

sALCL. Adcetris is an antibody-drug con-
jugate directed at CD30, which is ex-
pressed on the surface of several types
of PTCL, including sALCL.

“There have been no significant treat-
ment advancements for PTCL over the
last few decades. Historically there have
been a lack of randomized clinical stud-
iesin this setting, makingita challenge
to establish an optimal therapy for
these patients,” Eva Domingo-Dome-
nech,Institut Catala d’Oncologia—Hos-
pitalet, Hospital Durani Reynals, said in
a statement. “Outcomes with currently
available therapies are often poor, and
there is an urgent need for new treat-
ment options. If approved for adult pa-
tients with previously untreated sALCL,
ADCETRIS may offer an important op-
tion for European patients.”

“ECHELON-2 showed that Adcetris plus
CHP demonstrated a significant im-
provementin progression-free survival
and overall survival while maintaining
a safety profile comparable to the stan-
dard of care of CHOP,” Christopher Ar-
endt, head of the Oncology Therapeutic
Area Unitat Takeda, said in a statement.

The opinion for Adcetris will now be
reviewed by the European Commission
for Commission Decision. Adcetris is not
approved as a therapy for frontline sAL-
CLin Europe.

The ECHELON-2 study met its prima-
ry endpoint with Adcetris plus CHP
demonstrating a statistically signifi-
cant improvement in progression-free
survival as assessed by an Indepen-
dent Review Committee (hazard ratio
[HR]=0.71; p-value=0.0110), 29% im-
provement in PFS. The safety profile
of Adcetris plus CHP in the ECHELON-2
trial was comparable to CHOP and
consistent with the established safety
profile of Adcetris in combination with
chemotherapy.



NCI Trials for
April 2020

The National Cancer Institute Cancer Ther-
apy Evaluation Program approved the fol-
lowing clinical research studies last month.

For further information, contact the
principal investigator listed.

Phasel -10329
Phase | Sequential Trial of Agents
Against DNA Repair (STAR)

University of Texas MD Anderson
Cancer Center LAO

Yap, Timothy Anthony

(713) 563-1784
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Phase | - PBTC-056

A Phase | Study of the ADAM-10 In-
hibitor, INCB7839 in Children with Re-
current/Progressive High-Grade Cli-
omas to Target Microenvironmental
Neuroligin-3

Pediatric Brain Tumor Consortium
Monje, Michelle
(650) 736-0885

Phase I/l -10221

A Phase I/Il Biomarker Driven Combi-
nation Trial of Copanlisib and Immune
Checkpoint Inhibitors in Patients with
Advanced Solid Tumors

University of Texas MD Anderson
Cancer Center LAO

Yap, Timothy Anthony

(713) 563-1784

Phase Il -10264

The PRIME Trial: PARP Inhibition in IDH
Mutant Effectiveness Trial. A Phase I
Study of Olaparib in Isocitrate Dehy-
drogenase (IDH) Mutant Relapsed/Re-
fractory Acute Myeloid Leukemia and
Myelodysplastic Syndrome

Yale University Cancer Center LAO
Prebet, Thomas
(203) 737-7103

Phase Il - ADVL18P1

An Open-Label Feasibility Study to As-
sess the Safety and Pharmacokinetics
of Enasidenib in Pediatric Patients with
Relapsed/Refractory Acute Myeloid

45

Leukemia (R/R-AML) with an Isocitrate
Dehydrogenase-2 (IDH2) Mutation

Children’s Oncology Group
Zarnegar-Lumley, Sara
(615) 936-1762

Phase Il - APEC1621K

NCI-COG Pediatric MATCH (Molecular
Analysis for Therapy Choice) - Phase
2 Subprotocol of AG-120 (lvosidenib)
in Patients with Tumors Harboring
IDH1 Mutations

Children’s Oncology Group
Alva, Elizabeth Duncan
(205) 638-9285

Phase Ill - AAML1831

A Phase 3 Randomized Trial for Patients
with De Novo AML Comparing Standard
Therapy Including Gemtuzumab Ozo-
gamicin (GO) to CPX-351 with GO, and
the Addition of the FLT3 Inhibitor Gilter-
itinib for Patients with FLT3 Mutations

Children’s Oncology Group
Cooper, Todd Michael
(206) 987-2106

Phase lll - S1914

A Randomized Phase Ill Trial of Induc-
tion/Consolidation Atezolizumab (NSC
#783608) + SBRT Versus SBRT Alone in
High Risk, Early Stage NSCLC

SWOG
Daly, Megan Eileen
(916) 734-5428
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