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Associate Medical Director, Medical Oncology/Hematology and Cancer Genetics

Many choose to spend their vacations where we call home. Known for rocky coastlines, sandy beaches, sparkling
lakes and breathtaking mountains, Maine offers much more to those lucky enough to live, work and raise families
here. Come practice in a location that provides unsurpassed natural beauty, safe communities, excellent schools and
nearly unlimited four-season outdoor recreation.

We are actively secking physicians with expertise in general medical oncology/hematology, cancer genetics, and
physician leaders as Associate Medical Directors to join Maine Medical Center’s Division of Medical Oncology and
our expanding statewide oncology program — the MaineHealth Cancer Care Network (MHCCN). The network is a
coordinated system of care in which 11 MaineHealth partner hospitals and organizations work together to deliver the
highest quality cancer care to patients as close to home as possible. The network provides a complete array of cancer
care, including surgery, radiation and chemotherapy.

The MaineHealth Cancer Care Network (MHCCN) is rapidly growing a highly integrated care delivery network across
the southern, central, and coastal regions of Maine and eastern New Hampshire. The network is comprised of 11
hospital partners and provides care to more than 6,300 analytic cancer cases annually. Maine Medical Center (MMC),
the flagship of MaineHealth’s integrated delivery system, an affiliate of Tufts University School of Medicine, has 637
licensed beds and is the state’s leading tertiary care hospital and Level I Trauma Center, with a full complement of
residencies and fellowships. MHCCN has expanding clinical trials portfolio greatly afforded by our recent inclusion in
the NCI’s Community Oncology Research Program (NCORP).

We are seeking individuals with a track-record of successful training, scholarship, commitment to cancer clinical trials,
and/or clinical care in a progressive academic setting/health system environment.

For more information, please contact Gina Mallozzi, Physician Recruiter at (207) 661-2092 or
gmallozzi@mainehealth.org.
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LOWY: “OUR PATIENTS ARE
COUNTING ON US, AND WE MUST
NOT LET THEM DOWN”

By Matthew Bin Han Ong




CI's Frederick National Laboratory
for Cancer Research has launched
three initiatives focused on SARS-CoV-2:

. ldentifying genetic determi-
nants of SARS-CoV-2 suscep-
tibility and outcomes at the
Cancer Genomics Research
Laboratory,

Testing and validating sero-
logic assays for SARS-CoV-2 in

the Serology laboratory of the
Vaccine, Immunity, and Cancer
Program, and

High-throughput screening
for small molecule inhibitors
of SARS-CoV-2 proteins, with
technology developed by the
RAS Initiative.

“We think that it was built for a situa-
tion like this, where speed, flexibility,
and expertise are critical to address-
ing such a deadly public health threat,”
Douglas Lowy, NCI principal deputy
director, said April 9 in an emergency
virtual meeting of the NCI Board of Sci-
entific Advisors and the National Cancer
Advisory Board.

“Of course, what we are doing at the
Frederick Lab—even more broadly
across NCl—is only part of a truly mas-
sive global effort to understand, con-
trol, and overcome the pandemic.

“No one research group, institution or
country can do this alone, but because
of what we’re trying to do, | like to
think that we are trying to take a mas-
sive mountain, an infectious threat as
large as Mount Everest, and, ultimate-
ly, be able to subdue it into a molehill
that, with vigilance, can be restrained
and tamed.”

The National Institute of Allergy and
Infectious Diseases has used the Fred-
erick National Lab to respond to other
epidemics, including SARS in 2003, Eb-
ola in 2013, and Zika in 2015. NIAID is
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sponsoring a trial of the antiviral agent
remdesivir, which was originally devel-
oped for treatment of Ebola and Mar-
burg virus infections.

Remdesivir, a nucleoside analog that
functions as an RNA chain terminator,
was subsequently found to inhibit rep-
lication of other RNA viruses, including
coronaviruses. The drug, made by Gil-
ead Sciences, is the focus of multiple
trials worldwide and is closely watched
by the public health and financial
communities.

Earlier this week, The New England Jour-
nal of Medicine published a paper on
remdesivir. At this writing, the market
ismovingin partasa result ofa news re-
portbased on fragmentary information
from the University of Chicago cohortin
two Gilead phase Ill studies.

66

No one research group,
institution or country
can do this alone,

but because of what
we’re trying to do, I
like to think that we
are trying to take a
massive mountain, an
infectious threat as
large as Mount Everest,
and, ultimately, be

able to subdue it into

a molehill that, with
vigilance, can be
restrained and tamed.
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As data accumulate, Gilead is scaling up
production of the drug, with a target of
more than 1 million treatment courses
by December.

“We have proactively and rapidly scaled
our supply chain,” the company said in
a recent statement. “As of late March,
using the active ingredient we already
had in our inventory, we have increased
our supply to more than 30,000 patient
courses of remdesivir on hand, assum-
ing a 10-day course of treatment for
patients. As new raw materials arrive
over the next few weeks from manu-
facturing partners around the world,
our available supply will begin to rap-
idly increase.

“Every day we are improving processes,
shortening timelines and increasing vol-
umes as we work to bring remdesivir to
patients as soon as possible. Our goal is
to produce a total of:

« More than 140,000 treatment
courses by the end of May,

« More than 500,000 treat-
ment courses by Octobet,

« More than1 million treat-
ment courses by December,

« Several million treatment
courses in 2021, if required.”

The NIAID global therapeutictrial of rem-
desivirin COVID-19 patients has, to date,
enrolled over 500 patients in eight coun-
tries: Denmark, South Korea, Germany,
Singapore, Greece, the United Kingdom,
Japan, and in the United States, Lowy
said at the BSA and NCAB meeting.

The Adaptive COVID-19 Treatment Trial
is scheduled to be completed on April 1,
2023. While it appears the trial has ex-
ceeded its accrual goal of 440 patients,
it’s unclear whether enrollment would
be defined as completed, as per pro-
tocol. Preliminary results are expected
later this spring.

Lowy’s remarks to BSA and NCAB follow:


https://www.nejm.org/doi/full/10.1056/NEJMoa2007016
https://www.statnews.com/2020/04/16/early-peek-at-data-on-gilead-coronavirus-drug-suggests-patients-are-responding-to-treatment/
https://www.statnews.com/2020/04/16/early-peek-at-data-on-gilead-coronavirus-drug-suggests-patients-are-responding-to-treatment/
https://clinicaltrials.gov/ct2/show/NCT04280705
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Ned [Sharpless, NCI director], thanks
for reviewing some of the responses
that we have made at NCI and the
extraordinary efforts extramurally
during this really terrible time.

| want to really tell people that Ned
has not only been working 24 hours a
day, so we know that he’s been work-
ing hard. But let me assure you, he
has also been working smart and he
is everywhere trying to, essentially,
deal simultaneously with the ramifi-
cations of the COVID-19 epidemic, as
well as being able to continue can-
cer research.

| am going to be focused on three
different projects that are being
conducted largely at the Frederick
National Laboratory, because | think
that they exemplify our ability there
to change things pretty rapidly. For
those of you who may not be entirely
familiar with the Frederick National

Laboratory, it was established in 1971
by the National Cancer Actand it’s the
only one of the 42 Federally Funded
Research and Development Centersin
the United States that is dedicated to
biomedical research.

The Frederick National Lab is spon-
sored by the NCI, but it’s operated by
a private contracting firm, Leidos Bio-
medical Research, and Ethan Dmitro-
vsky, whom many of you know from
his time at Dartmouth and then at MD
Anderson. He’s the head of the Fred-
erick National Laboratory. So, a lot of
cancer research is performed at the
Frederick National Lab and includes
lots of different things, from large
scale genomic and proteomic stud-
ies, to advanced biomedical comput-
ing research.

The lab also anchors many NCl initia-
tives, such as the RAS Initiative and
the Cryo-Electron Microscopy Facility.

I'm not going to talk specifically about
the Cryo-EM Facility, but that facility,
which is for the exclusive use of the
extramural community, is being made
available for investigators who want
to solve Cryo-EM problems related to
the COVID-19 epidemic.

The Frederick National Laboratory
houses two current Good Manufac-
turing Practice facilities that produce
experimental treatments for first-in-
human clinical trials.

One is for NCl and the other is for NI-
AID, and NIAID and NCl are the major
users of Frederick. Let me turn briefly
to a discussion of NIAID. They have
helped to supportand lead clinical tri-
als in two therapies that proved to be
particularly effective for treating Eb-
olainfections, including a monoclonal
antibody that, actually, was developed
and manufactured by NIAID’s vaccine
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HIV: Genetic polymorphisms of CCRS receptor can increase
or decrease risk of infection and rate of disease progression

research center through the Frederick
National Laboratory.

With the current epidemic, they have
stood up a clinical trial of remdesivir,
and for those of you who don’t know
about it, it's a nucleoside analog,
which is an antiviral that functions as
an RNA chain terminator.

It was originally developed for treat-
ment of Ebola and Marburg virus
infections, but it was subsequently
found to inhibit replication of other
RNA viruses including coronaviruses.
The next slide shows you the patient
accrual for the remdesivir trial spon-
sored by NIAID, but stood up by the
Frederick National Laboratory.

The request came from NIAID at the
end of January and the trial was start-
ed at the end of February. And, as of a
few days ago, there were more than
500 patients enrolled in the trial.

Naranbhai & Carrington, Inmunogenetics, 2017

The majority of the patients come
from the United States, but they are
scattered throughout other parts of
the world, patients who also are en-
rolled in this international trial.

So, having heard a bitabout NIAID, let
me tell you about three different proj-
ects which the NCI has begun largely,
although not exclusively, at the Fred-
erick National Laboratory. And | think
about this as pivoting some cancer
research activities at Frederick to the
SARS-CoV-2 research.

Genetic determinants

The first project that I'll mention is
identifying genetic determinants of
SARS-CoV-2 susceptibility and out-
comes. The second is testing and
validating serologic assays for SARS-
CoV-2, and the third is high-through-

put screening for small molecule in-
hibitors of SARS-CoV-2 proteins.

Let me go through them one ata time.
We're going to talk about identifying
genetic determinants of susceptibility
and outcomes. This is under the aus-
pices of the Cancer Genomic Research
Laboratory headed up by Stephen Ch-
anock and largely staffed by people
who are from the Frederick National
Laboratory.

The goals of this project is to rapidly
identify variants which could iden-
tify lead to targets for therapy, in-
sights into the biology of COVID-19
pathogenesis, and use for screening
and public health. And it really will
be using genome-wide association
studies, or GWAS studies, looking for
single nucleotide polymorphisms or
mutations. A very important princi-
ple of everything that is done at the
Frederick National Laboratory related
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Stable HPV16 serum antibodies 11 years after one dose of the bivalent
HPV vaccine (post-hoc analysis)
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to the COVID-19 epidemic is that the
information that data willimmediate-
ly be shared with the community.

The next slide tells you about real-
ly two things. The first is that the
COVID-19 epidemic probably has
much more in common with HIV,
where you have a single etiologic
agent than with cancer, which is such
a complicated situation, and where
GWAS analyses have notyielded quite
the same degree of insight that have
been seen with HIV.

The second reason is, that Mary Car-
rington did pathbreaking HIV re-
search—and she is part of the Fred-
erick National Laboratory, but also
affiliated with the Center for Cancer
Research—and this slide is taken from
a recent review, where she talks about
the different mutations that there are
with CCRs, which is the main recep-

tor by which HIV binds to T-cells and
gets into them.

Her laboratory identified the so-called
delta 32 mutation, which greatly re-
duces your risk of infection. But the
research related to CCRs has identi-
fied mutations that decrease risk and
increase risk of infection and rate of
disease progression, and, ultimately,
has also led to the development of in-
hibitors for CCR5 interaction that have
been FDA approved.

I nowjust want to tell you very briefly
about the three cohorts that are going
to be followed.

Oneis an Italian epidemic cohort, this
is in collaboration with NIAID, and
it’s likely to be skewed to patients
who have a poor outcome, because
of how poorly so many people have
donein Italy.

Kreimer et al, JNCI, 2020

A second project is through the NIH
Clinical Center, and this is in collab-
oration with the Genome Research
Institute as well as NIAID, and it is
centered at the moment at the clini-
cal center, but it is planned to be able
to be expanded to extramural centers.
And when that expansion is available,
we hope to go out to different centers
and make people aware of it.

The third is a longitudinal cancer co-
hort, and Jim Doroshow is going to
discuss that in some detail. But this
cohort will be looking at infections
focused on cancer patients, which,
of course, are a group that is of in-
creased risk for poor outcomes. But
we expect that the cohort will include
patients with a benign course, in ad-
dition to those with poor outcomes,
and there will be detailed prospective
information.
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Convert part of HPV serology lab to SARS-CoV-2

serology

* A collaborative research effort with several labs: NIAID, CDC, Mt.

Sinai, others

- Shorter term goals: 1) Characterize performance of different
serologic assays, correlate with neutralization assays, understand
possible cross-reacting sera from prior to epidemic; 2) correlations
with serologic tests submitted to FDA

* Longer term goals: Understand implications of being seropositive
(e.g., resistance to reinfection), duration of seropositivity

* Cohort oriented research projects: COVID-19 longitudinal trial of
cancer patients (to be discussed by Dr. Doroshow), others

And we hope that it will be possible
to identify through the genome-wide
association studies mutations that are
associated with increased risk of poor
outcome and others of a decreased
risk of a poor outcome.

Serologic assays

The second project that | want to
discuss is the serology assay. And be-
fore | get to that, | want to show you
that this is really a highly specialized
program, which has been used up to
now primarily for HPV serology. And it
is headed up by Ligia Pinto, who's the
director of the Vaccine, Immunity and
Cancer Program.

Ligia’s serology laboratory is multi-
faceted and is involved in collabora-
tions with extramural HPV vaccine
community, supporting vaccine trials
sponsored primarily by NCI, and, also,
is the HPV Serology Standardization

Initiative for the World Health Or-
ganization and it is jointly support-
ed with The Bill and Melinda Gates
Foundation.

This shows you data from Ligia’s serol-
ogy laboratory, which was published
six weeks ago from the Costa Rica
Vaccine Trial. These are post hocdata,
but they show that, over an11-year pe-
riod, that the young women who were
immunized with just one dose of the
GlaxoSmithKline HPV vaccine, their
antibody levels to HPV-16 remained
high throughout this 11-year period.

And | should also point out again,
post hocanalysis, all of these women,
none of them have been infected with
HPV-16, in contrast to the control. And
this has led to a large clinical trial in
Costa Rica to test the hypothesis that
one dose of the vaccine will be able to
provide strong long-term protection

against the HPV types targeted by
the vaccines.

So, the notion is to convert part of the
HPV serology lab to focus on SARS-
CoV-2 serology. And this is a collabo-
rative research effort with multiple
laboratories, NIAID, CDC, Mount Sinai,
and other academic laboratories—
and the interaction, cooperation has
simply been phenomenal.

The short term goals are to character-
ize performance of different serolog-
ical assays and to correlate them with
neutralization assays, so we can also
understand possible cross reacting
sera from prior to the epidemic. This
will be important because, as most of
you are aware, the notion of getting
people back to work, a particularly at-
tractive group would be those people
who are antibody-positive, and so, it’s
critically important to make sure that
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Development of RAS G12C mutant allele-specific inhibitors
that attach covalently (tethered) to Cysteine-12 mutation

the people who are antibody positive,
these are not false positives.

Because of the interactions that we
are having with various parts of the
U.S. government, as well as amazing
cooperation through NCI cancer cen-
ters and Ned’s initiative, the FDA has
asked us if we would essentially help
to validate the serological tests that
have been submitted to the FDA. That
is in progress, but | want to reiterate,
it’s being done as a wide collabora-
tive in Denver.

Longer-term goals will be to under-
stand the implications of being se-
ropositive. We think that people are
going to be resistant to reinfection,
but we don’'t know for a fact that that
is the case, and this will be a critically
important issue.

Another issue is the duration of sero-
positivity. And then, longer-term, to

participate just for the serology effort
in some of the longitudinal efforts,
particularly for the cancer patient ef-
fort to be discussed by Dr. Doroshow.

Small molecule inhibitors

The third and last topic is the
high-throughput screening for
small-molecule inhibitors and the
technology, actually, was devel-
oped by the RAS Initiative. So, Kevan
Shokat and his colleagues at UC San
Francisco, back in 2013, essentially rec-
ognized that you could attach, cova-
lently, to cysteines to make subhydro
bonds with small-molecule inhibitors.
And his laboratory focused on RAS
glycine-12 cysteine mutant alleles.

This is a relatively common mutant
allele in non-small cell lung cancer,
but uncommon unfortunately, in this
context in colorectal cancer and pan-

Channing Der

creatic cancer. The next slide shows
you that a number of different phar-
maceutical companies have taken
this idea and developed inhibitors
against G12C.

Early phase trials have been complet-
ed, they have been quite encouraging,
and phase Il and ultimately phase IlI
trials are going to be ongoing. And we
hope that this will end up leading to
improved outcomes, at least for the
subset of patients with mutant KRAS
who have the G12C mutation.

So, this approach can be used not just
for G12C, but actually for any situation
where there is a pocket that might be
targeted with a small inhibitory mol-
ecule, providing that there is a cyste-
ine adjacent to that pocket. And in the
figure it shows the cysteine and then
under reducing conditions, you get the
subhydro groups connecting to each

1
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Evaluating several KRASG12C inhibitors in
US-based clinical trials

Agent(s)/Mechanism Phase Company Setting N of pts
AMG 510 monotherapy in
AMG 510 (+/- 112 Amgen/Carmot KRASG12C advanced solid tumors
PD1/L1)/KRASG12inhibitor Therapeutics and in combination w/PD1/L1 in
KRASG12C advanced NSCLC 158
MRTX 849/KRASG12inhibitor 172 Mirati MRTX 849 in KRASG12C advanced
solid tumors 200
ARS-3248 (JNJ- 1 Wellspring Biosciences and ARS-3248 (JNJ-74699157) in
74699157)/KRASG12inhibitor Janssen KRASG12C advanced solid tumors 140
LY3499446/KRASG12inhibitor +/- Advanced solid tumors including
abemaciclib, cetuximab, erlotinib vs 1/2 Eli Lilly and Company NSCLC and CRC
docetaxel (phase 2) 230

Nagasaka et al, Cancer Treat Rev 2020

Tethering can identify fragment binding pockets
adjacent to cysteines
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FNL Disulfide tethering library

Assessed library of 13,000 carboxylic acid building blocks — compounds selected through
computational analysis based on R-group diversity:

» k-mean clustering (Lloyd’s algorithm)

« Hierarchical clustering (Tanimoto similarity metric)

 Diversity-based selection (Soergel distance metric)

Total = 1158 unique disulfide fragments
+  Good fragment-like properties (MW <300, ClogP < 3, ,(H-bond donors/acceptors) <3 etc.)

» Minimal overly complex molecules
» Exclusion of compounds with unnecessary stereochemistry (e.g. racemizable groups)

» Exclusion of PAINS / reactive groups

Hierarchical clustering example (different clusters represented by color)

David Turner, Vandana Kumari, Anna Maciag

3CLPro and PLPro: Two SARS-Cov-2 protease targets
involved in viral life cycle

3CLPro
(Cys145 shown in red)

PLPro
(Cys112 shown in red)

» Both proteins have at least 10 exposed cysteine residues that can be targeted for covalent
inhibition

» Covalent inhibitors can have better antiviral activity

* Al-methods provide rapid “leads” that can test for inhibition across both targets

13
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Iterative design: Argonne National Laboratory
(ANL), FNLCR, and University of Chicago

ANL (Al Approaches)

Docking @ Scale across

supercomputing facilities

Al-based consensus ranking/
scoring

other, forming the covalent bond and
the inhibitor bound to this.

For the FNL disulfide tethering library,
David Turner at the Frederick Nation-
al Laboratory in the RAS Initiative has
been the major person to take essen-
tially 13,000 of carboxylic acid building
blocks and essentially to screen them,
so that you screen out undesirable
characteristics and screen in more
desirable characteristics.

And reduce this, then, to a library
that’s about 10% that of the original
library, about 1,200 unique disulfide
fragments. And what’s shown with a
hierarchic clustering is that this library
is quite diverse.

So, colleagues at the Argonne Nation-
al Laboratory, the Department of En-
ergy in Chicago have been essentially
identifying with the two proteases

University of Chicago

Lead refinement / medchem /
biochemical experiments

Screening against 3CLPro and
PLPro

T

FNLCR Tethering library
NH2 NH2 NH2

S§ S

@ == L

—o

encoded by the coronavirus that they
have adjacent exposed cysteine resi-
dues to the areas where there might
be a binding pocket for an inhibitor.
And so, the Frederick National Labo-
ratory is going to take its tethering li-
brary and screen the tethering library
for such possible inhibitors.

So, once the lead compounds are
identified, medicinal chemists at the
University of Chicago are going to
essentially be optimizing this, going
to, also at the Argonne National Lab-
oratory, to use artificial intelligence
for further optimization. And then, it
will be in vitro inhibition against the
proteases, and, ultimately, interfer-
ence with infection by the authentic
coronavirus.

So, I've tried to give you a smattering
of whatis being done at the Frederick
National Laboratory, and we think

ANL (Crystallography )

Hits that can be co-crystallized /
crystal soaks

Leads are deposited in the
public domain (websites)

22)

thatitwas built for a situation like this,
where speed, flexibility, and expertise
are critical to addressing such a deadly
public health threat.

Of course, what we are doing at the
Frederick Lab—even more broad-
ly across NCl—is only part of a truly
massive global effort to understand,
control, and overcome the pandemic.
No one research group, institution
or country can do this alone, but be-
cause of what we're trying to do, | like
to think that we are trying to take
a massive mountain, an infectious
threatas large as Mount Everest, and,
ultimately, be able to subdue it into a
molehill that, with vigilance, can be
restrained and tamed.

Our patients are counting on us, and
we must not let them down.
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Doroshow: NCI to accrue patients for
COVID-19 longitudinal cohort

Ongoing trials see significant decrease in accrual

By Matthew Bin Han Ong

NCl is building a nationwide cohort of cancer patients with
COVID-19 at over 1,000 sites across the institute’s clinical

trials networks and at NCI-designated cancer centers.

Patient accrual is scheduled to be-
gin before May 15, with a target of
at least 2,000 patients nationwide by
Dec. 1. Sites participating in the insti-
tute’s Cancer and COVID-19 Longitudi-
nal Cohort can counton full reimburse-
ment for each patient enrolled, NCI
officials said.

“We have patients, we have insti-
tutions that want to participate in
learning more about this situation in
cancer patients,” James Doroshow,
deputy director for clinical and trans-
lational research at NClI, said April 9 in
an emergency virtual meeting of the
NCI Board of Scientific Advisors and
the National Cancer Advisory Board.
“We clearly have the resources to allow
full case reimbursement for partici-
pation in this longitudinal trial across
all the various networks that we have.

“We also very definitely need to enroll,
because of the data that we are now
starting to see about the ravages of
COVID-19 in minority patients who have

cancer, we very much need to enlist the
help of our minority NCORP sites to try
to accrue to this cohort,” said Doroshow,
who is also director of NCI’s Division of
Cancer Treatment and Diagnosis and
head of the Oxidative Signaling and
Molecular Therapeutics Group of NCl’s
Developmental Therapeutics Branch.

The study’s goals are to:

« Accrue cancer patients infected
with COVID-19 comprising all age
groups for collection of a compre-
hensive dataset on the cancers,
treatments, medications, symp-
toms, course, and recovery, and
co-morbidities with longitudinal
follow-up every 1-2 months until
return to pre-morbid status,

« Follow subset of patients for over a
year to assess impact of COVID-19
on survivorship and quality of life,

« Collect blood samples at study
entry and then every two months
for a year to estimate antibody re-
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COVID-19 and Cancer:
Some Numbers from Wuhan

* Gender: ~70% male
* Death rate overall: >10%
* |CU admission rate: >15%

* Increased mortality: patients with lung, Gl,
metastatic cancer

Appreciate the health professionals in cancer centers and in
both inpatient and outpatient facilities caring for cancer
patients with this virus.

sponse, genetic susceptibility, and
for biomarker development; collect
blood from family members, and

. Createa publicdata-
base of biospecimens.

“The infrastructure is being built as we
speak, with all of the infrastructure that
NCI has,” Doroshow said. “I have basi-
cally refocused the entirety of the NCl’s
clinical trials research enterprise.”

Doroshow’s remarks to BSA and
NCAB follow:

| appreciate the opportunity to discuss
with this group what we've been doing
over the past several weeks at the NCI
to address some of the clinical trials
and clinical research issues that all of
us are feeling very acutely.

This is some recent data from hos-
pitals in Wuhan. We know that the
cancer patients who get COVID-19 are
predominantly male.

The death rate is really pretty extraor-
dinary, associated with the high ICU
admission rate. The thing that is also
becoming clear is that it’s patients
with advanced disease, lung can-
cer and metastatic cancer, that may
be at the highest risk of dying from
infections.

| just think it’s important once again,
forall of us to express ourappreciation
to the enormous numbers of health
professionals who are trying to help
cancer patients everywhere, both in
inpatient and outpatient settings,
patients with this virus. It is really an
incredible endeavor to try to maintain
standard of care for these patients.

Let me give you some data regarding
what the coronavirus infection has
done to accrual to NCI at clinical tri-
als. This is a table for data up through
the end of March. | have data as well
for the following week. It’s for inter-

ventional trials, and for the various
NCTN groups.

Decrease in accrual
for trials

What you can see is that we were
cruising along through February and
most of March at a standard 300 pa-
tients per week accrual to interven-
tional trials. Then, the cliff hit at the
last week of March, down about 45%
to 50% in terms of accrual across the
board, from organization to organi-
zation. That’s true as well for the first
week of April.

It turns out that of course, it’s not
just the interventional studies, but
screening trials—trials that involve a
screening step before the intervention
is assigned—nhave also taken a very
similar nosedive.
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NCTN Accrual for “Intervention” Step in Trials by Lead
Group & Week: 2-3-2020 to 3-29-2020 (CTSU Open Data)

Intervention 3/23 % Change
| Cohort 2/3- 2/10- 2/17- 2/24- 3/2- 3/9- 3/16- to Last Week
Step 2/9 2/16 2/23 31 3/8 3/15 3/22 Vs Avg of 7
3/29 .
Enrollments Prior Weeks
ALLIANCE 93 88 83 93 105 94 67 30 -66%
CCTG 2 5 5 4 6 3 6 4 -10%
COG 43 59 47 45 51 58 41 34 -30%
ECOG-
ACRIN 45 56 47 51 45 45 43 B85 -26%
NRG 44 57 44 59 45 46 49 24 -51%
SWOG 49 46 43 54 54 46 54 35 -29%
TOTAL 276 305 269 306 306 292 260 162 -44%,

| think that these numbers are not
surprising, and furthermore, they not
only apply to all of our NCTN groups,
but basically the data for all NCI clin-
ical trials networks. The early clinical
trials networks, our immunothera-
py networks across the board, trial
accrual is down about 45% to 50%,
and is certainly consistent with the
fact that many institutions have shut
down accruals in most of their stud-
ies, and in particular, in New York, the
accrual rates have plummeted, be-
cause it’s really an all-hands-on-deck
situation, where physicians are really
needed to take care of this enormous
patient load.

| wanted to point, however, that that’s
not true universally, that there are
some institutions that have been able
to accrue some patients—that’s true
at the [NIH] Clinical Center, true at
some other organizations.

And, | think where that is reasonable
is with respect to the studies that
offer patients curative therapy. And
so, it would seem to me that patients
with acute myelogenous leukemia, or
advanced lymphoma, who have cur-
able diseases that really can benefit
from treatment on studies where it’s
possible to do that, as well as patients
who really have no other therapeutic
options. | think as it’s been pointed
out by many of the folks on the line,
accrual to non-therapeutic studies
has taken a much greater hit across
all of our networks.

COVID-19 Longitudinal
Cohort

Now, I'd like to come to this longitu-
dinal cohort that we've been work-
ing on that Doug referred to. This is
really something that is, as far as I'm

concerned, if we can do this, then we
can change the entire NCl-supported
clinical trial system. We started about
two weeks ago or less, on developing
a large cohort.

We don’t know what the final cohort
size is going to be, because the sample
size estimates are ongoing, to develop
a way to collect data across all of the
NCl sites across the NCTN, across the
ETCTN, across NCORP, at cancer cen-
ters, to include high, moderate, and
currently low-prevalence regions.
And, we're going to do this, not only
because it’s the right thing to do, but
also because, as you saw in the num-
bers, our accrual is down 50%.

We have patients, we have institutions
that want to participate in learning
more about this situation in cancer pa-
tients. It’s a special situation, and since
all of our sites were re-funded for the
full 2020 academic fiscal yearjust last
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NCTN Accrual for “Screening” Step in Trials by Lead
Group & Week: 2-3-20 to 3-29-20 (CTSU Open Data)

% Change
O A A S
Enroliments 3/29 Avg of 7

Prior Weeks
ALLIANCE 24 22 25 28 22 27 13 7 -70%
CCTG 7 10 18 10 6 10 6 11 15%
COG 9 14 14 9 5 9 9 5 -49%
i‘égﬁq‘ 17 9 15 14 15 16 13 6 -58%
NRG 13 5 9 6 8 7 13 2 17%
SWOG 20 28 28 23 30 24 23 21 -16%
TOTAL 90 88 109 90 86 93 77 52 -42%

month, we clearly have the resourc-
es to allow full case reimbursement
for participation in this longitudinal
trial across all the various networks
that we have.

We also very definitely need to enroll,
because of the data that we are now
starting to see about the ravages of
COVID-19 in minority patients who
have cancer, we very much need to
enlist the help of our minority NCORP
sites to try to accrue to this cohort.

The infrastructure is being built as
we speak, with all of the infrastruc-
ture that NCI has. | have, with Ned’s
permission, basically refocused the
entirety of the NCl’s clinical trials re-
search enterprise to be able to put up
a trial on the [Clinical Trials Support
Unit], to develop blood banking, to en-
listthe NCI CIRB to develop case report
forms with a collaborative extramural
NClI leadership team that has basically

started a working group about1o days
ago, is meeting daily. It has represen-
tation from all of the appropriate spe-
cialties, with the goal of developing a
cohort of all aged patients, to have
a comprehensive data set for treat-
ment, medications, course recovery,
comorbidities, with follow-up regu-
larly over the course of about a year.

We want to follow subsets of patients
for longer than a year to understand
the impact of COVID-19 on cancer
survivorship and quality of life. We
pointed at the regularly collecting
blood samples at entry, and then at
regular intervals to estimate antibody
response, geneticsusceptibility, to de-
velop biomarkers, and to collect blood
eventually from family members.

And, all of this data will be up in a pub-
licwebsite, and the biospecimens will
be available for the research commu-
nity to share as this moves forward.

66

We also very definitely
need to enroll, because
of the data that we are
now starting to see
about the ravages of
COVID-19 in minority
patients who have
cancer, we very much
need to enlist the

help of our minority
NCORP sites to try to
accrue to this cohort.

99
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NCI Cancer and COVID-19 Longitudinal Cohort (2)

Critical Study Milestones:

« Initiate patient accrual before May 15, 2020: from idea to
active trial in < 6 weeks

» Enroll the first 500 patients within 3 months of trial activation
« Complete accrual of 2000 patients nationwide by 12/1/2020
« Complete follow-up and survivorship evaluations by end of

2021

» Begin biomarker studies on blood samples soon after initial
500 patients accrued

We hope to actually have a trial up and
going by the second week of May. We
actually have a goal of having a writ-
ten protocol document next Monday.
That'll be two weeks to get a full doc-
ument up and running, to enroll our
first 500 patients within the three
months of activation; complete ac-
crual by the end of this calendar year
and survivorship evaluation for the
end of 2020. And then, rapidly begin
biomarker studies on the samples,
as soon as the initial 500 patients
are accrued.

| don’t want to end, because it would
be very inappropriate to do so with-
out calling out the more than a dozen
NCl-designated cancer centers who've
developed their own therapeutic trials
for cancer patients.

Now, | only know about a dozen, be-
cause there were at least a dozen
NCl-designated centers that submit-

ted requests for supplemental funds
for clinical trials that are being carried
on at their institutions. There may
be many, many more. But, there are
a wide range of activities that have
been sponsored, and are being spon-
sored locally, which we really might
need to be able to support.

| also want to call out the Vanderbilt
Comprehensive Cancer Center, who
stood up, beginning this past Mon-
day, their COVID-19 and Cancer Con-
sortium, that will use de-identified
information, open access to Internet
database, that is now endorsed by
over 70 cancer centers, hospital sys-
tems, and large practices, to rapidly
get information that will be useful for
clinical practice.

And also, we shouldn’t neglect our col-
leagues in pharma, who have several
ongoing phase lll trials of IL-6 recep-
tor antibodies, or antivirals, and other

activities in the cancer space that will
contribute to this entire amount of in-
formation that has been stood up in
justaremarkably short period of time.

| wanted to thank all of these individ-
uals across the NCI, as well as collabo-
rators at Vanderbilt and several other
extramural cancer centers, who have
come together to help us put together
this large cohort, and also who are in-
volved intimately in the standing up of
the kinds of data collection systems,
and biosample collections, that we will
need to really understand the impact
of COVID-19 on cancer patients.

And finally, | think it is not unreason-
able to suggest that this whole episode
demonstrates that the NCI, working
with its grantees, really can be flexible
to try to do something thatis timely in
a major national emergency.



20

NCI DIRECTOR’S REPORT

THE CANCER LETTER | APRIL17,2020 | VOL46 | ISSUE16

Sharpless: NCl is fully operational,
we have a moral obligation to help
in the COVID-19 pandemic response

By Matthew Bin Han Ong

In spite of disruptions caused by the coronavirus pandemic,
NCI continues to review grants, disburse funds, and support
extramural research, said NCI Director Ned Sharpless.

¢ | really won’t sugarcoat our present
circumstances. This epidemicis bad,
and it’s going to continue to be bad for
a while, especially the next few weeks,”
Sharpless said April 9 in an emergency
virtual meeting of the NCI Board of Sci-
entific Advisors and the National Cancer
Advisory Board. “We have suspended
lab operations on campus and we have
stopped all non-essential activities.

“But | want to reiterate right now, from
an extramural funding point of view,
we are fully operational. But, no doubt,
things have gotten more complicat-
ed, and we have received many, many
questions from our investigators about
grants, lab suspensions, and what this
all means for them.

“When we do reach uniform agreement
about these funding policies, the NCI
is fully committed to disseminating
that information as quickly as possi-
ble through blogs, our website, Twitter
streams, etc.”

Thus far, two lessons for U.S. health care
and oncology can be derived:

“We've shown that, in a meaningful
way, we can take care of patients via
telehealth, and | predict cancer pa-
tients are going to like this in the future,”
Sharpless said. “Another area where I've
seen a real example of something that,
| think, will last after the pandemic,
for the good, is the fact that the gov-
ernment can, when it needs to, move
really quickly.

“We have been involved in complex
multi-agency endeavors, but we've been
able to really cut through a lot of the
process and the usual steps to launch
large, innovative, complex research ef-
forts in a matter of days.”

The institute, with its research capa-
bilities, has a moral obligation to be
involved in the U.S. national response
to the pandemic, Sharpless said.
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“NCl has a long and storied history of in-
tramural virology research, from Doug
Lowy and John Schiller and Harold
Varmus, to Bob Gallo, to Sam Broder—
pathbreaking, groundbreaking work on
HPV and HIV and RNA tumor viruses—
and to not use the virology expertise at
the NCI during the current pandemic
would seem to be a missed opportuni-
ty,” Sharpless said.

NCl is finalizing plans to use its clinical
trials networks to administer a com-
passionate use protocol for distribu-
tion of tocilizumab, a drug that blocks
the inflammatory protein IL-6. Under
the institute’s protocol, the drug will
be made available to cancer patients at
institutions that are not participating in
Genentech’s phase lll trial of the drug
(The Cancer Letter, April 10, 2020).

Other updates at NCl include:

« Enrollment of the first patient in
a CD33 CART trial, a collaboration
between the institute and the Chil-
dren’s Hospital of Philadelphia; and

« Appointment of Dan Gallahan as
director of the Division of Can-
cer Biology.

On March 27, Congress passed a $2
trillion coronavirus relief package, the
Coronavirus Aid, Relief and Economic
Security (CARES) Act. The bill appro-
priates pandemic response funds in
the following amounts: $4.3 billion for
CDC, $945.4 million for NIH, $80 million
for FDA, and $200 million for CMS (The
Cancer Letter, March 27, 2020).

“The Congress has done some stuff
for coronavirus,” Sharpless said. “Most
probably relevant for the NIH is phase
3, the CARES Act, which provided signif-
icant new money for the NIH as well as
the FDA and CDC, and it also—an issue
I'm sure very important to many of the
board members—provided significant
funding for hospitals, given the mas-
sive drop in revenues some hospitals

are seeing with the cessation of elective
surgeries and that type of issue.”

Normalcy will return, Sharpless assured
the advisory boards.

“'m here to tell you we'll get through
this,” he said. “And this is going to be a
tough period for the NClI, for cancer re-
search, but it will come toanend.”

Sharpless’s remarks to BSA and
NCAB follow:

Welcome to our first-ever virtual joint
board meeting. This is an emergency
meeting that | called to discuss the
NCI's response to the coronavirus
pandemic. Thank you to all of you for
making time. The pandemic has no
doubt scrambled your schedules and
| really appreciate your being available
on short notice. NCl really needs your
advice on some complex issues.

We'll have talks by Doug Lowy, Daf-
na [Bar-Sagi] and Jim [Doroshow], and
in a closed session Dinah [Singer] will
have some further remarks. As noted,
there will be time for discussion after
the remarks, this is a vital part of to-
day’s meeting. I'm sure we will all be
saying many times today, “Could you
please all mute?” as with my experi-
ence with prior WebExs.

One thing | want to make clear from
the outset is that this is an emergency
meeting to discuss the NCl response
to the pandemic. And, necessarily,
we're going to be talking a lot about
the coronavirus pandemic, but | want
to make very clear right now that the
primary focus of the National Cancer
Institute is on cancer research and
cancer care. Thatis our primary focus
for now and forever. And this meet-
ing will not supplant other scheduled
NCAB or BSA meetings where we will
continue to talk more about usual NCI
business in those meetings.

21

I'd like to reiterate the points on the
slide here that cancer research and
cancer care remain job number one
at NCI, even though our operations
have been somewhat disrupted by the
pandemic. And even during these dif-
ficult times, | think we are still making
progress toward our mission of reduc-
ing cancer suffering.

“A moral obligation”

But today is an emergency meeting to
talk about a crisis that has gripped our
nation and disrupted our work. And
I'm sure many of you would agree the
National Cancer Institute has to be
involved in the pandemic response.
NCI has unique research capabilities
and capacities, so, to help in this com-
plex situation, we believe, is a moral
obligation.

First off, the NCI has a long and sto-
ried history of intramural virology
research, from Doug Lowy and John
Schiller and Harold Varmus, to Bob
Gallo to Sam Broder—pathbreaking,
groundbreaking work on HPV and HIV
and RNA tumor viruses—and to not
use the virology expertise at the NCI
during the current pandemic would
seem to be a missed opportunity.

Also, the Frederick National Lab, which
the NCI administers in collaboration
with [the National Institute of Allergy
and Infectious Diseases], has unique
capabilities and resources that are
really tailor-made for an emergency
situation like this. The facilities at the
Frederick Lab are quite exceptional,
like the cryo-EM facility and the se-
rology lab that can be useful and de-
ployed in the current pandemic.

Frederick National Lab has unique
contracting authorities that allow it
to move very quickly to set up new
research as needed. And it has the
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NCI & COVID-19

Intramural Research Program
Leaders in virology research
» Lowy, Schiller, Varmus, Gallo, Broder

Frederick National Laboratory for Cancer

Research

» Facilities: CryoEM, Serology, more
» Unique contracting authorities
» Robust collaborative relationships

Grantee Institutions and Networks
diverse skills and powerful technology

ability to form robust collaborative
relationships, both with extramural
scientists as well as industry. And so
for these reasons it’s really well suited
to take on the coronavirus pandemic.
And Doug Lowy will be talking about
many of the ways we’ve been using
Frederick National Lab in conjunction
with NIAID during the present crisis.

And then, lastly, the NCI supports the
world’s best scientists bar none, and
through our extramural funding pro-
grams, and that’s through our networks
and our individual investigator-initiat-
ed grants, and these individuals have
tremendous research capabilities and
skills that can be very useful in a pan-
demic. So, not to involve the extramu-
ral fundees would seem, also, a missed
opportunity. And we have heard a lot
from you on this question.

I've had many conversations and
emails with cancer center directors

and scientists, with clinicians, with
trainees at the various cancer centers
about whatyou can do to work on the
coronavirus pandemic and how the
NCI can support those efforts. And
thank you for giving us that feedback,
and thank you for volunteering your
expertise. In short, because of these
reasons and others, we believe the NCI
has important contributions to make
during the coronavirus pandemic.

Operational updates

Just as the pandemic, no doubt, has
changed operations at your institu-
tion, it has radically changed how
the NIH and the NCI operate. We're
still able to keep research going while
complying with physical distancing.
One of our awesome WebExs is to do
a senior weekly leadership meeting by
this format and how well that works.
We have suspended lab operations

on campus and we have stopped all
non-essential activities.

But the clinical center is still operation-
al—treating patients, including cancer
patients, with lifesaving therapies. It
has reduced elective procedures and
has taken in some COVID-19 patients,
but it still continues to work, and NCI
staff work there under, as you can
imagine, difficult circumstances.

In order to reconfigure a 3,000-per-
sonnel organization with thousands
of contractors in such a rapid capac-
ity is really a challenge, but I've been
thrilled and impressed by how much
we've been able to do, even virtual-
ly. I'm also very excited to see how
cross-government collaborations have
sprung up in a very rapid and direct
manner, both across the NIH and the
rest of federal government.

In the last few weeks, the NCI has
started very important mutual re-
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Cancer Information Service | 1-800-4-CANCER

search efforts with NIAID, with [the
National Institute of Biomedical Im-
aging and Bioengineering], with [the
National Heart, Lung, and Blood Insti-
tute], and with the Aging Institute. We
are also working very intimately with
other federal agencies, including the
FDA, the CDC, BARDA, and other parts
of the HHS.

One other point I'll make is that al-
though the pandemic has disrupted
operations, | believe we will take some
very valuable and meaningful things
from this experience. Some of the
changesthatare beinginflicted uponus
may actually lead to some good overall.

Two important examples: the first,
| believe telehealth is here to stay.
We've shown that, in a meaningful
way, we can take care of patients via
telehealth, and | predict cancer pa-
tients are going to like this in the fu-
ture. They're going to like the ability to

see their doctor sometimes virtually,
rather than in person.

And by the way, | will mention now
that this is a tremendous pop-sci re-
search opportunity. If you're studying
implementation science, your mo-
ment has arrived, because a thing like
this where we’ve gone from nobody
using telehealth to a large part of the
country using telehealth—in, really,
a couple of days—is a tremendous
change in our practice, and really will
lead to some great research, | believe.

Another area where 've seen a real ex-
ample of something that, | think, will
last after the pandemic, for the good,
is the fact that the government can,
when it needs to, move really quick-
ly. We have been involved in complex
multi-agency endeavors, but we've
been able to really cut through a lot
of the process and the usual steps to

launch large, innovative, complex re-
search efforts in a matter of days.

Jim Doroshow will talk about some of
the clinical trials the NCI has recently
stood up. | think these are some of the
fastest trials that we've ever gotten
started at the NCI in our history, and
Doug Lowy will talk about many of the
efforts at Frederick National Lab, in-
cluding a serology effort they’re work-
ing with the FDA, itjust has to be seen
to be believed what they’ve started in
just a few weeks (The Cancer Letter,

April 10, 2020).

We also won’t cover everything the
NCl is doing. It is just too much. We
really have too many activities in this
space, so | won't really talk about our
work with BARDA or what we're doing
in the SBIR program with small com-
panies that work on coronavirus, or a
very interesting set of collaborations
with the NIBIB on a novel data plat-


https://cancerletter.com/articles/20200410_3/

24

THE CANCER LETTER | APRIL17,2020 | VOL46 | ISSUE16

Information for Grantees

form that is aimed to help people get
back to work.

But we will focus on a few of the more
visible efforts in later talks. | hope
that as life gets back to normal, we
in the federal government can take
these lessons we're learning from the
pandemic about how to do business
differently and that will help cancer
research in the future.

Resources for
caregivers, patients

I’'m pleased to report that the
NCI’s Cancer Information Service,
1800-4-CANCER is fully operation-
al and has been up continuously
throughout the pandemic, even
though it’s gone remote. We've al-
ready received hundreds of inquiries
related to the coronavirus, as of yes-
terday. Most of the questions from

cancer patients for their loved onesin-
volve questions about risk and wheth-
er they are considered immunocom-
promised, whether their cancer puts
them in increased risk.

As you can imagine, the nature of
calls to 1800-4-CANCER really has
changed during the pandemic. We
get questions now like, “Should | go
to my doctor? Can | get my scheduled
chemotherapy? Can | get a blood
transfusion?” I'm sure your institu-
tions are dealing with these same
questions. The Cancer Information
Serviceis a highly visible service of the
NCI that we provide for patients and
it is moving along rapidly and work-
ing fully in a full capacity, even during
the pandemic.

We've also produced some new key
resources for patients and caregivers.
A few examples are shown here. So,
we stood up a coronavirus page with
information for people with canceras

grants.nih.gov
grantspolicy@nih.gov

cancer.gov/coronavirus
-researchers

NCI Bottom Line

of March 13, that website has already
received more than 60,000 visits. It’s
the fourth most-visited page on our
website. In addition, we have also
stood up a coronavirus page targeted
to researchers as of March 25, and that
website has received 1,400 visits and
we'll provide these links in the materi-
al for the meeting and they can also be
easily accessed from cancer.gov.

Extramural funding

In addition, we're trying to maintain
really strong communications to our
research community. There’s been
lots of internal communications. | did
a virtual town hall meeting using the
similar format to this that had 4,000
live attendees.

Here, I'm highlighting some of our ex-
ternal communications efforts: we've
done cancer.gov websites, as | men-
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» Extended deadlines for applications, no justification required

» Use of NIH grant funds for salaries and stipends

* Flexibility regarding project extensions and accommodating

unanticipated costs

» Extensions of post-award reporting requirements

* Numerous flexibilities regarding expenditures of funds

» Extensions for early stage investigator eligibility due to COVID-19-
related disruptions will be considered

* NIH will be flexible with extending time constraints for fellowship,
career development, and training awards, including phased awards

tioned, we've had several blogs, we've
done social media through many of
our Twitter accounts, including the
highly popular NCI Director account.

We really want people to understand
what’s going on with grants and other
funding matters. | had an NCI Bottom
Line blog post on NCI funding during
the coronavirus pandemic that'’s re-
ceived 5,500 visits since its publication
on March 23, and it has some useful
information for extramural fundees,
and | commend it to all of you.

Also, Oliver Bogler has written a Bot-
tom Line blog post about training
grant issues, K awards, and F awards,
and T awards and their deadlines and
their reporting requirements, and
how the NCl is going to handle those
issues. That’s up now, and | commend
it to all of you. In summary, we're try-
ing to maintain communications to
all our stakeholders, NCl employees,
researchers, caregivers, and mostim-

portantly, patients throughout the
time of the pandemic.

The coronavirus has really affected
how we do business at the NCI and,
no doubt, how you do business at your
institutions. But | want to reiterate
right now, from an extramural fund-
ing point of view, we are fully opera-
tional. We are up and running, we can
review grants, we can disburse funds,
we can do what we normally need to
do to support the extramural research
community. But, no doubt, things
have gotten more complicated, and
we have received many, many ques-
tions from our investigators about
grants, lab suspensions, and what this
all means for them.

Cancer center directors, trainees,
postdocs, integrated research pro-
grams, individual scientists have all
been asking us lots of questions and
I've listed some of the key issues here,
like deadlines for applications and the

use of funds and flexibility around re-
porting requirements and extensions
for training periods. And let me say,
| provided some material in advance
from the Office of Extramural Re-
search, Mike Lauer’s office at the NIH,
that has a lot of really great informa-
tion in that document, recently updat-
ed and is current, and | commend it to
all of you, because it talks about a lot
of these issues in detail.

Certainly, we can talk about any one
of these more in a Q&A, if there’s
interest. But | will say, as a general
principle, the NCl is trying to provide
maximal flexibility to investigators
so they can get their important work
done during this crisis. We really want
to avoid work stoppages, we want to
avoid layoffs, we want to avoid a loss
of the research capacity for cancer re-
search in the United States.

Although, it has to be acknowledged
that the policies we adopt at the NCI
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have to fit within policies of the great-
er federal government, we cannot re-
ally go it alone on extramural grant
policies, as what we do has to agree
with what the NIH and other grant
making organizations within the fed-
eral government do.

But when we do reach uniform agree-
ment about these funding policies,
the NCl is fully committed to dissem-
inating that information as quickly as
possible through blogs, our website,
Twitter streams, etc.

It’s also important to note that we
have a number of funding opportuni-
ties both not related to coronavirus,
and | think those are out and probably
familiar to many of you, and we also
expect to have some coronavirus-re-
lated funding opportunities appearing
soon, so please stay tuned for that.

We have some good news from a
leadership point of view here at the

NCI. Dan Gallahan, after being act-
ing director of the Division of Cancer
Biology for a while, has now become
the director of the Division of Cancer
Biology. We have really benefited
from Dan’s leadership, and NCl is very
lucky to have Dan in this role, which is
tremendously important for the NCI.
I would like to give a round of virtual
applause for Dan Gallahan. Hey, al-
right, that worked!

I would also like to thank Dinah Singer,
who held this position prior to Dan. She
has now moved to become the deputy
directorof the NCI, and as | mentioned,
we'll be hearing from Dinah later on
some important topics related to the
NCI’'s extramural programs.

On Capitol Hill

It is clear that Congress is extremely
interested in our activities during the

coronavirus pandemic. This is a hear-
ing that was held on March 4—that
was like a month ago—Labor-HHS
subcommittee for the House Appro-
priations Committee, where there
were a lot of questions about how the
United States is responding. Doesn’t
this really seem like a lifetime ago?
| mean, here we all were, packed in
a room, close together, not wearing
masks, talking to each other. | had hair
back then, that was a while ago.

Sitting beside me, by the way, is Amer-
ica’s most famous scientist, Tony Fauci
[director of NIAID]. | think Tony and |
have had a very close working rela-
tionship my entire time at the NCI,
butit has really gotten a lot closer, be-
cause of thejoint NIAID-NCl activities
during the pandemic, and | think the
nation as a whole is so lucky to have
Tony’s leadership during this time. He
is a remarkable American institution.
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House Appropriations Labor-HHS Subcommittee Hearing
FY 2021 NIH Budget Request - March 4, 2020

Participated alongside Dr. Collins, and IC

Directors from NIAID, NHLBI, NIDA, and

NICHD

8 questions including from the Chair and

Ranking Member

Topics included NCI’s increase in applications,

CCDI update, clinical trials, and kidney cancer

Senate budget hearing postponed indefinitely

as Congress determines next steps in
Appropriations process during COVID-19

At this hearing, as you can imagine,
there was a tremendous amount of
questions about the coronavirus and
the pandemic, but also this is the
subcommittee, | remind you, chaired
by Rosa Delauro (D-CT) and Tom
Cole (R-OK).

There was a lot of interest in cancer
research. That group is very com-
mitted to cancer science and we had
some great discussions about cancer
research, paylines, pediatric cancer,
clinical trials and many other topics.
So, while Congress is very interested
in coronavirus for the moment, they
are consistently also very interested
in supporting cancer research as they
have done generously for a while.

| would say this congressional inter-
est since this March 4 hearing has
significantly even further intensified.
Over the last week alone, | have spo-
ken with, I think, maybe three or four
senators and representatives about

NCl activities related to the pandem-
ic, and also with various staff for the
House and the Senate, and these con-
versations really continue.

The Congress has done some stuff
for coronavirus. Shown here are three
fairly large supplemental spending
packages that have moved rapidly
through Congress to support a num-
ber of things regarding science and
patient care, and the American econ-
omy. Most probably relevant for the
NIH is phase 3, the CARES Act, which
provided significant new money for
the NIH as well as the FDA and CDC,
and italso—an issue I'm sure very im-
portant to many of the board mem-
bers—provided significant funding
for hospitals, given the massive drop
in revenues some hospitals are seeing
with the cessation of elective surger-
ies and that type of issue.

Another thing we just learned re-
cently is the FDA position regarding

the CARES Act, which has a provision
that all Americans can get testing for
the coronavirus. And as | said, the FDA
interprets that to mean both RT-PCR
testing for the coronavirus as well as
serologic 1gG, 1gM antibody testing
for the coronavirus. This has very sig-
nificant implications for the Freder-
ick National Lab serology effort that
Doug Lowy will be talking about later.
There’s also talk, I’'m sure many of you
heard, about the possibility of a fourth
supplemental spending bill. Should
that happen, there is a good chance, |
think, that there will be funding in that
for the NIH and for the clinical center.

Progress in cancer
research

| really couldn’t resist, as | said, even
though you know it’s a lot of corona-
virus going on around here right now,
cancer really does continue at a brisk
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Legislative Updates: Three Aid Packages to Address COVID-19

Phase 1 (March 3rd)

- $8.3B in funding for health agencies — vaccine development and testing, plus small
business loan subsidies ($2.2B to CDC, $836M to NIAID & NIEHS)

Phase 2 (March 18th)

- $100B in tax credits for employers offering paid sick leave, increases to unemployment
benefits, and food assistance

Phase 3: CARES Act (March 27th)

« Largest stimulus in U.S. history - $2 trillion in loans and support for industry and small business

+ $130B in aid for hospitals, doctors, nurses, and health centers
+ $4.3B to CDC, $945.5M to NIH (NIAID, NHLBI, NIBIB, NCATS, NLM, NIH OD), $80M to FDA
+ Telehealth flexibilities, coverage of diagnostics and preventive services for COVID-19

+ Direct payments to individuals, unemployment benefits, student loan deferral, election adjustments

pace despite all the measures being
taken to mitigate the pandemic, and |
justwanted to highlight a few of those
examples. These are things that have
just happened in the last few weeks
to give everyone a sense of how things
are still moving along in the cancer re-
search enterprise.

So, one about which I'm very excit-
ed is we enrolled our first patient on
our CD33 CAR T trial. This is a trial for
young adults and children with acute
leukemia that has relapsed or refrac-
tory. And this is a first-in-man trial of
a new CAR antigen and that reflects
the work of Nirali Shah and collabo-
rators at CHOP.

And that’s all important, but what is
particularly remarkable at this trial in
my mind is that the cells were made at
our new Frederick National Lab facili-
ties. So, that cellular therapies facility
is open for business now.

We have a vision of doing several
types of highly personalized can-
cer therapy for patients at Frederick
National Lab, and I think the cellular
program isjust the beginning of that.
So, I'd really like to congratulate Jim
Doroshow and the Frederick Nation-
al Lab team for getting this facility up
and running so quickly.

The facility can make the CAR T cells
there, and then ship them to a partic-
ipating clinical trial site, in this case
CHOP. And this technical advance is
great news for kids and adults with
leukemia, but I think we’'ll see it spread
to other CART trials soon.

This is a paper that came out from the
intramural program from [Division of
Cancer Epidemiology and Genetics]
about a week or two ago, also with
collaborators at NIA and CDC, and
this shows a very strong association of
steps per day with all-cause mortality.

So, people who get 12,000 steps per
day have a lower all-cause mortali-
ty than people who get 8,000 steps
per day, who have a lower all-cause
mortality than people who get 4,000
steps per day.

When I'm sheltering in place during a
pandemic, this issue is really key. I've
been trying to get out of the house to
get my steps in, not just for my all-
cause mortality, but for my mental
health, and this great study was led by
Chuck Matthews and others in DCEC.

This is a wonderful story 30 years in
the making, 30 years of intramural re-
search at the NIH about the use of sel-
umetinib in NF1. It started with a fresh
faced young geneticist named Francis
Collins, who, while faculty at the Uni-
versity of Michigan, along with others,
first discovered the gene NF1 that is
mutated in this congenital pediatric
cancer predisposition syndrome. And
then people like Doug Lowy and oth-
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CD33 CART Trial

Study of Anti-CD33 Chimeric Antigen
Receptor-Expressing T Cells (CD33CART)
in Children and Young Adults With

Relapsed/Refractory Acute Myeloid
Leukemia

ClinicalTrials.gov Identifier: NCT03971799

Principal Investigators:

* Nirali Shah, MD, MHSc, NCI
» Richard Aplenc, MD, PhD, Children's
Hospital of Philadelphia

Steps per day and all-cause mortality
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Selumetinib & NF1

ers figured out what NF1 does from a
biochemical standpointand its rolein
Ras/MEK signaling.

And then a lot of studies, a number,
over a decade of studies in the intra-
mural program to try and address NF1
in patients. And those were largely led
by Brigitte Widemann pictured here.
And finally, after a lot of things that
didn’t work, recently the NCI and Bri-
gitte have developed this therapy that
is really a notable success. It’s pub-
lished recently in the New England
Journal. This is not a cure for neurofi-
bromatosis, but it’s incredibly mean-
ingful for patients and vastly improves
their quality of life. | really want to
take my hat off to the people in the
pediatric oncology grants who have
developed this over so many years.

There’s just too much great science in
the extramural community to men-
tion it all and it’s so rapid and stag-

geringin its output. | thought | would
show oneslide that | particularly liked,
which is a story from my old friend
Sean Morrison’s lab showing this in-
teresting relationship between me-
tastasis and melanoma spread.

Metastasis is one of the great un-
solved riddles of cancer research, and
| think science like this that helps us
understand the cellular basis of that
process is really, really key, and is a
good example of why basic research
is what really moves the needle, in
my opinion, for cancer patients over
the long term.

And this is why I've been such a fierce
defender of the RPG pool my entire
time, because it produces great basic
science like this, and | believe some-
day we're going to be able to pre-
vent metastasis because of studies
in this vein.

“Battalions of sorrows”

So, let me close now. | really won't su-
garcoat our present circumstances.
This epidemicis bad, and it’s going to
continue to be bad for a while, espe-
cially the next few weeks. This period
of waiting for some normalcy to return
has made me think a lot about what it
was like when I was a leukemia doctor.

In leukemia, in acute leukemia, you
give patients a big bolus of chemo-
therapy, and then you wait four to six
weeks for them to recover their bone
marrow and go home. And induction
chemotherapy, as many of you know,
involves a lot of waiting and a lot of
anxiety, hoping for a return to a more
normal time.

And this period now reminds me a lot
of waiting for bone marrow to return
and the inpatient service while we're
waiting for this pandemic to abate.
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Metabolism & metastasis

And in particular, I've been thinking
about a former patient from that
time. He was an English professor who
taught undergrads English literature,
and he’d gotten his induction chemo-
therapy, and was waiting in that hos-
pital for his bone marrow to recover,
so he could go home.

Now, a little-known fact is that | was
an English major for about a month,
as an undergraduate, before | realized
how much writing an English major
entails, and then | switched to become
a math major. But I've always loved
literature, and I've always taken the
chance to learn from my patients. So,
when | would come in every morning
with my huge team of residents, medi-
cal students and pharmacists to round
on this patient, we would always ask
him for some great thought from En-
glish literature to summarize his day.

This guy had an amazing memory,
and he never disappointed in pro-
ducing these sonnets and couplets
on the spur of the moment, always
with something that fit the mood
of the day. And it kind of became a
fifth vital sign. We’'d have his blood
pressure and his heart rate, and his
thought for the day from classical
literature, and we could tell when he
was doing better or worse based on
what he said that day.

And one morning, on a bad day at
the nadir of his chemotherapy, right
after he'd received several pieces of
bad news, he gave us a little known
quote from Hamlet: “When sorrows
come, they come not single spies, but
in battalions.”

And I've been thinking about that
a lot lately. | see these stories about
ICUs full of patients in New York, and
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limagine what it’s like to work in that
situation, and | just can think of noth-
ing but battalions of sorrows.

But I'm here to tell you we’ll get
through this, just like my team and
| got that guy through his induction
chemotherapy—he went home in
remission, back to a more normal life.
And this is going to be a tough period
for the NCI, for cancer research, but it
will come to an end.

And | want to thank everyone again
for their time and for what each of you
are doing at your own institutions to
address this pandemic, in the tragedy
of the current set of circumstances,
but also to continue to make progress
against cancer, an ancientand terrible
disease that causes immense human
suffering in its own right.
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As treatments get cancelled because
of COVID-19, patients worry about
adequacy of care

By Alexandria Carolan

« H ow people are treated in the

adjuvant setting is supposedly
based on high-level clinical trials, re-
sults of those trials, results of high-level
evidence. That’s what we’re told,” Fran
Visco, president of the National Breast
Cancer Coalition, said to The Cancer Let-
ter. “And so, people are willing to take
the risks of treatment—the economic
hit from treatment, all of that—because
we're told this is the best we can do for
you right now.

“So, if we're going to change that, those
changes better be based on the same
level of evidence, or—why would
we trust any recommendation for
treatment in the future if we can just
change it?”

Patients are left with the gnawing
thought that perhaps, as a result,
they’re not getting the best treatment.

“Everyone, everywhere has a great deal
of anxiety, given the pandemic, but it’s

To prevent the spread of COVID-19, oncologists are either
limiting or canceling adjuvant care, in effect staging a

population-level experiment.

certainly particularly exacerbated in
people with a life-threatening disease
who are facing the possibility of changes
in their treatment protocols and delays
in their treatment,” Visco said.

In a survey conducted by NBCC, 19% of
respondents indicated that they had
experienced challenges accessing care,
mostly related to cancellations, post-
poned follow-ups, blood tests, imaging,
treatments, infusions, and surgeries.
NBCC is conducting a follow-up survey
with results that will be published in the
upcoming weeks.

“Losing their medical insurance be-
cause they’ve lost theirjobs—there are
so many issues out there that, on top of
theissues all of us have to face now day
to day—that people undergoing cancer
treatment have to face,” Visco said.

Among 564 respondents to the survey,
94.3% described themselves as breast
cancer patients or survivors, and 5%

of these individuals said they have
metastatic breast cancer. Two percent
of respondents listed themselves as
caregivers, and 23% described them-
selves as “other,” which includes advo-
cates, health care professionals and
researchers.

“The implication is you're told this is
the best protocol for you, and now
that’s changed,” Visco said. “And there
isn't a great deal of evidence—scien-
tific evidence—behind those changes.
That certainly adds to the stress that
people in treatment are dealing with
right now.”

Changing standards
of care?

Guidelines from The American Society
of Clinical Oncology recommend that
practices postpone routine follow-up
visits of patients not on active can-



http://act.stopbreastcancer.org/site/DocServer/Breast_Camcer_Survey_Results_Summary_Final.pdf?docID=8382
https://www.asco.org/asco-coronavirus-information/provider-practice-preparedness-covid-19
https://www.asco.org/asco-coronavirus-information/provider-practice-preparedness-covid-19
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cer treatment, which can exclude ad-
juvant care.

For patients receiving adjuvant care
that has lapsed as a result of COVID-19,
there may be heightened anxiety, said
Shelley Fuld Nasso, chief executive offi-
cer of the National Coalition for Cancer
Survivorship.

“We always hear the survivors talk
about that fear of recurrence. And |
worry about the heightened fear of
recurrence, knowing that they did not
have access to something that other-
wise they would have,” Nasso said to The
Cancer Letter. “| think that’s going to have
an effect on a lot of people that end up
not having it. But if the data shows that
they do just as well, then maybe it will
result in changes in standards of care.”

Recently, NCCS held a webinar on the
impact of coronavirus on cancer. Ad-
juvant treatment may be postponed
in the COVID-19 setting because it can
put patients at risk, Otis Brawley, the
Bloomberg Distinguished Professor of
Oncology and Epidemiology at Johns
Hopkins University, said during the we-
binar with Nasso. A full transcript of the
webinar is posted here.

“Many hospitals are not doing adju-
vant chemotherapy for breast, colon,
and lung cancer right now—because
we have done a weighing of what’s the
odds that this chemotherapy is going to
prevent the person from relapsingin the
future, versus the odds that it’s going to
increase their chances of getting coro-
navirus and having a bad outcome to-
day,” Brawley said during the webinar. “If
we lower their white count and they get
coronavirus, thatis a ticket to not doing
well with the disease. So many hospitals
are only giving or clinics are only giving
chemotherapy to people who truly need
chemotherapy right now.”

Cancer patients are at higher risk of
complications from COVID-19, and have
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a high mortality rate, according to data
from Istituto Superiore di Sanita, the
Italian National Institute of Health. In
Italy, cancer patients account for 16.5%
of deaths stemming from the novel
coronavirus (The Cancer Letter, April 3).
Adjuvant treatment can in-
crease that risk.

In the NBCC study, 9% of respondents
(51) reported fear of being immuno-
compromised and high risk, and 8% (47)
reported feeling anxiety or emotional
distress because of COVID-19. Four per-
cent of respondents have reported be-
ing denied access to COVID-19 testing
after reporting symptoms (The Cancer
Letter, March 20).

“l am personally very concerned about
people who got adjuvant chemothera-
py for breast cancer or colon cancer a
year or two ago and have finished that,”
Brawley said. “We know that their im-
mune systems are still damaged, if not
totally recovered, from that adjuvant
chemotherapy.”

In some patients, adjuvant chemother-
apy is going to reduce risk of relapse by
10%, Brawley said.

“And maybe your risk of getting
COVID~19 is high, and the risk of not do-
ing well is high, and so a10% reduction
is not worth it. There are other people
where adjuvant therapies is going to
reduce their risk of relapse by 40 or
50%,” Brawley said. “There are certain
patients who should get the adjuvant
chemotherapy right now and we are
giving them the adjuvant chemothera-
py, but there’s a bunch of patients who
can foregoit.”

Could this change how cancer pa-
tients receive treatment in a post-pan-
demic setting?

“Pandemic has taken priority over can-
cer and cancer treatments. It’s the pri-

ority now. And so, people are having a
hard time accessing the care they were
told that they should have,” Visco said.

“Of course, we understand why that’s
happening—but we’re concerned
about—are the changes really thought
through enough? Are they—the people
who are making these recommenda-
tions—really looking at the evidence
we have of what these changes mean
for cancer patients?

“And then, equally importantly, we're
very concerned about, are we accu-
mulating data in the right way, that
will answer all of these questions, so
that the next time we have a more evi-
dence-based approach to how we deal
with cancer patients in this type of a
situation?”

66

Are they—the people
who are making these
recommendations—
really looking at

the evidence we

have of what these
changes mean for
cancer patients?

29

— Fran Visco


https://cancerletter.com/articles/20200403_4/
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https://www.canceradvocacy.org/blog/cancer-covid-19-conversation-otis-brawley/
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American Cancer Society announces
a wave of furloughs and layoffs as
COVID-19 constricts fundraising

By Alexandria Carolan

=T he American Cancer Society has
never faced a threat to our mission
like the coronavirus,” the charity said in
a statement. “The COVID-19 pandemic
has severely impeded the American
Cancer Society’s annual fundraising
activity. Regrettably, this has created
a significant financial hardship and is
forcing several cost saving measures.

“While we are pulling back in every area,
there is no way to close the gap between
current revenue and expenses without
immediate furloughs and a reduction in
workforce over the next several weeks.
Itis an aggressive timeline with painful
outcomes, but it is the only path for-
ward for ACS to conserve the most re-
sources to fund our life-saving mission.”

It’s not publicly known how many staff
members will be furloughed, down-
graded to part-time work or laid of f. ACS
currently has about 4,000 employees.

Concurrently with announcing broader
staff cuts, the society has terminated

The American Cancer Society earlier this week announced
immediate furloughs and layoffs of its staff citing “a significant
financial hardship” triggered by the novel coronavirus.

the position of Chief Cancer Control Of-
ficer Richard C. Wender, a family physi-
cian whose role at ACS became unclear
after the hiring of William G. Cance to
the job of chief medical and scientific
officer (The Cancer Letter, Sept. 6, 2019).

At the time of his hiring, Cance was
given a role that included oversight of
cancer control.

Wender’s role was previously carved out
of the portfolio of Otis W. Brawley, the
previous chief medical and scientific of-
ficer. Brawley left ACS a year earlier (The
Cancer Letter, Nov. 9, 2018).

Wender announced his departure in
an email to ACS and ACS Cancer Action
Network staff April 13.

“’mwriting to share the news that I'll be
leaving the American Cancer Society at
the end of the month,” Wender wrote.
“The position of chief cancer control of-
ficer has been eliminated as part of the
reorganization of our integrated glob-

al headquarters mission work that Dr.
Cance is leading.

“I am humbled and proud to have had
the opportunity to serve as this orga-
nization’s chief cancer control officer. |
took thisjob to see if, working together,
we could accelerate incidence and mor-
tality reductions and reduce suffering
from cancer, here and around the world.

“Thanks to the work of a great many
people, | can point with satisfaction to
measurable and concrete evidence of
progress: increases in colorectal cancer
screening rates and HPV vaccination
rates, new patient navigation collabo-
rations and innovations, risk-stratified
survivorship care, low colorectal can-
cer screening age based on new evolv-
ing data, new resources for caregivers,
patient programs more focused on
improving access to care, new momen-
tumin lung cancer, striving for equity in
breast cancer, lowered smoking rates,
and so much more.”


https://cancerletter.com/articles/20190906_4/
https://cancerletter.com/articles/20181109_2/
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The layoffs announced this week follow
a reorganization that occurred in Feb-
ruary, when ACS brought on Kris Kim,

executive vice president for the North- FOLLOW US FOI_I_OW US

east Region. As an acting chief operat-
ing officer, Kim took over the society’s ON ON

TWITTER LINKED-IN

day-to-day operations, a responsibility
relinquished by Chief Executive Officer
Cary Reedy (The Cancer Letter, Feb. 20).

“| recognize the need for me to focus
my efforts externally, which requires

different leadership to oversee day-to- @
day operations,” Reedy said in an email
dated Feb. 5 and addressed to the ACS
staff. “To thatend, we are embarking on

the process of recruiting a chief operat-
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Crutchfield, the recently recruited man-
aging director of what was described
as the charity’s $100 million venture
capital fund.
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there is no way to
close the gap between
current revenue and
expenses without
immediate furloughs
and a reduction in
workforce over the

next several weeks. facebook.com/ or sign-up at:
TheCancerLetter https://cancerletter.
99 com/mailing-list/

— American Cancer Society



http://twitter.com/thecancerletter
http://facebook.com/TheCancerLetter
https://cancerletter.com/mailing-list/
https://www.linkedin.com/company/The-Cancer-Letter/
https://cancerletter.com/articles/20200207_4/

GUEST EDITORIAL

ISSUE16 | VOL46 | APRIL17,2020 | THE CANCER LETTER

Amid COVID-19
pandemic, cancer
community responds to

fill datagap

As clinicians in a medical specialty
that relies on evidence to guide
treatment plans for individuals with
cancer, we face an unfortunate dearth
of data to help steer us during the coro-
navirus pandemic.

Questions abound:

«  Whatis the COVID-19 susceptibil-
ity among patients with cancer?

«  Whatis the severity of infec-
tion in cancer patients?

« How do we effectively treat
our patients during a pandem-
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Executive vice president, chief medical officer,
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ic, while minimizing the risk
of infection in patients and
the cancer care workforce?

« And, what are the outcomes
of individuals with can-
cer who have COVID-19?

We need answers to these questions—
and quickly—to help navigate unchar-
tered waters during the current public
health crisis and beyond.

For our part, the American Society of
Clinical Oncology has launched the
ASCO Survey on COVID-19 in Oncology
Registry to help the entire cancer com-

munity learn about how the pandemic
is impacting the delivery of cancer care
as well as the treatment and outcomes
of our patients.

The ASCO Registry will help inform
cancer care and decision-making now
and during future disease outbreaks by
collecting data on the pattern of symp-
toms and severity of COVID-19 among
patients with cancer, modification of
cancer treatment plans in patients with
confirmed COVID-19, and the outcomes
of both the viral infection and the can-
cer in patients followed prospectively.


https://www.asco.org/asco-coronavirus-information/coronavirus-registry
https://www.asco.org/asco-coronavirus-information/coronavirus-registry
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To make sure we capture more thanjust
a snapshot in time, the ASCO Registry
will collect both baseline and longitudi-
nal data on how the virus impacts care
and outcomes into 2021. This will allow
us tolearn about the short-and the long-
term effects of COVID-19 and its impact
on cancer care and if the virus resulted
in specific complications for patients,
delayed patients’ ability to get a specif-
ictype of cancer treatment, or if certain
approaches resulted in better outcomes
for patients.

We'll be able to learn if delays or alter-
ations to treatment plans—disruptions
in the standard of care that practices
across the United States have had to
implement—are having a deleterious
impact on our patients. We might also
learn that certain methodologies, pre-
viously thought undesirable, might ac-
tually allow us to deliver care more ef-
ficiently or safely without jeopardizing
patient outcomes.

When sufficient patient data have
been collected and analyzed, ASCO
will deliver periodic reports and devel-
op peer-reviewed manuscripts to share
key learnings with the cancer communi-
ty and the broader public. Data on the
implementation of telemedicine in the
cancer treatment setting and charac-
teristics of de-identified patients with
cancer mostimpacted by COVID-19 will
be among these new insights.

Regular reports will provide the oncolo-
gy community with current information
to help inform treatment approaches
for patients with cancer who have a con-
firmed COVID-19 diagnosis. In addition
to issuing reports from analysis of the
registry data, ASCO’s real-world data
platform, CancerLinQ, will periodically
report on the characteristics, treatment
and outcomes of cancer patients at Can-
cerLinQ subscribing practices who de-
velop COVID-19. These complementary
data sources will enable ASCO to pro-
vide a comprehensive assessment of the
impact of the pandemic on cancer care.
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To support the registry, ASCO will be
drawing on its extensive network of
providers who are caring for patients
with cancer and COVID-19 infection.
The web-based registry will collect
data from patients with all types of
cancer who are undergoing all types
of cancer treatment and is open to all
U.S. oncology practices, including phy-
sician-owned, academic, and hospital/
health system-owned practices. Consid-
eration will be given to opening patient
enrollment to international centers in
the future.

Participating practices will complete a
baseline data capture form on each pa-
tient with cancer who has a confirmed
diagnosis of COVID-19, and subsequent
follow-up information on status, treat-
ment, and outcomes. Limited patient
identifying data, including zip code,
date of birth, gender, race, ethnicity,
type of cancer, and comorbidities, will
be collected in a secure way to make
longitudinal analysis possible.

Data from practices participating in the
registry will be collected and securely
stored on the CancerLinQ platform. The
registry has been reviewed by an insti-
tutional review board (IRB) and deter-
mined to be exempt from IRB oversight
as it does not meet the definition of hu-
man subjects research.

All participating practices will receive
nominal financial support to cover re-
search data-entry costs. The funding
is supported by Conquer Cancer, The
ASCO Foundation.

Data collection is of the utmost impor-
tance during this rapidly evolving glob-
al pandemic, so | am very pleased that
others in our community are working to
address this urgent need to collect and
analyze data on the impact of COVID-19.

The COVID-19 and Cancer Consortium
is collecting information from cancer
centers across the United States and
the American Society of Hematology

Research Collaborative COVID-19 Reg-
istry for Hematologic Malignancy will
focus on patients with hematologic
malignancies and COVID-19.

| understand that other multi-site reg-
istries are in development and many
single institution registries have al-
ready been launched. All of these ef-
forts are vital to document and learn
from the experience of cancer patients
with COVID-19.

We applaud all organizations that have
developed patient registries and will
look for opportunities to collaborate as
the cancer community comes together
to address this unprecedented crisis.

We encourage all oncology practices
to participate in one or more registries
based on their specific needs and to
reflect the patients they serve. Each of
these registries has a different focus
and timeline, so participating in mul-
tiple registries will not compromise
our efforts or prevent all organizations
from working together.

Such a collaboration will allow us to
learn from every patient, in every prac-
tice and practice setting, in every state
across the country.

As noted in my previous guest editorial
for The Cancer Letter, the ASCO Registry
is part of ASCO’s ongoing efforts to pro-
vide the most current information and
resources on COVID-19 to its members
and the larger oncology community to
help ensure that individuals with cancer
receive high-quality care.

ASCO has compiled a wide range of
COVID-19 resources to support clini-
cians, the cancer care delivery team,
and patients with cancer. This infor-
mation is frequently updated, so check
back often.

Learn more about the ASCO Registry.



https://www.ashresearchcollaborative.org/covid-19-registry
https://www.ashresearchcollaborative.org/covid-19-registry
https://cancerletter.com/articles/20200318_1/
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COVID-19 pandemic—with new
tools and old challenges

hile the news these days is rightly

focused on hospitals and the gov-
ernment fighting publicenemy number
one, aka COVID-19 (the novel coronavi-
rus), independent community oncology
practices continue to treat and comfort
patients who are at war with that insidi-
ous disease we call cancer.

Cancer doesn’t stop for even a global
pandemic, and neither does the need
of cancer patients to get treated. Com-
munity oncology practices have had
to quickly shift gears and adapt to a
new, challenging COVID-19 world, re-
plete with the same issues the rest of
the health care community is facing,
including safety, staffing, and sup-
ply shortages.

By Ted Okon

Executive director,
Community Oncology Alliance

Oncology practices quickly embraced
telehealth to keep the normalcy of pa-
tient care on schedule while protecting
all involved from the COVID-19 virus.
At the same time, practices remain
frustrated and angry that cruel indig-
nities like prior authorization are still
around—but now worse. And cancer
professionals are baffled that the dan-
gerous idea of home infusion of chemo-
therapy by a third party, such asa home
health agency, is being put forth during
this crisis.

A huge ray of hope came from Washing-
ton a few weeks ago when Administra-
tor Seema Verma and her team at the
Centers for Medicare & Medicaid Ser-
vices (CMS) quickly unveiled new tele-
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And while telehealth
is indeed a godsend,
it doesn’t enable an
oncologist to reach
through the screen if
a patient reacts badly
to an infused drug.
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We know that as the
COVID-19 pandemic
slowly recedes, the
curve flattens, and
the new “normal”
eventually comes
into focus for most
Americans, community
oncology clinics will
still be there, treating
patients with cancer
who need them.
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health rules that gave oncologists the
flexibility to seamlessly continue treat-
ment with cancer patients on a com-
puter or telephone without exposing
them to COVID-19. The new CMS rules
furnish 8o more services via telehealth
and allow practices to bill for telehealth
visits at the same rate as in-person vis-
its. These are a godsend to struggling
practices and scared patients.

One oncologist told us she did 31 Zoom
check-ins just a week ago with patients
who didn’t need to be seen in person. A
seriously overworked oncologist, Sibel
Blau at Northwest Medical Specialtiesin
Washington state—an early epicenter
of the pandemic in this country—said
telehealth saved her 90 minutes of
commuting time and enabled her to get
somethingin shortsupply for providers
during the pandemic: sleep.

Even without COVID-19, Salem, OR, can-
cer patient Tom Bailey, a retired urolo-
gist, is extremely happy with his new
telehealth appointments. “l would pre-
fer to do it this way. It saves a trip over
there. It’s convenient. | don’t have to
drive and park. [t would be differentif |
didn’t have an established relationship.”

While telehealth is a huge benefit for
patients with cancer who need to be
seen by their physicians, the pandemic
has not stopped bad and even inhu-
mane practices. In fact, it has made
them worse.

Take prior authorizations (PAs), the bane
of oncologists whose well-considered
treatment prescriptions are subjected
to second-guessing by penny-pinch-
ing insurance and pharmacy benefit
manager (PBM) bureaucrats with less
education, real-world experience, or
even knowledge of the individual pa-
tient’s needs.

Troy Ebberson, the insurance authoriza-
tion specialist for Salish Cancer Center
in Fife, WA, reports a significant uptick
in the amount of time needed to obtain

PAs due to staffing shortages at insur-
ance companies, which creates proce-
dural challenges.

“The most significant impact felt has
been the additional time needed when
contacting insurance companies to
verify authorizations due to the de-
lays,” Ebberson lamented. “Any delay in
obtaining an authorization can cause a
delay in patient care which can have a
significant impact on their health.”

Since a PA is required for services rang-
ing from radiology reports to biopsy
results, COA took the unusual step of
writing to President Trump urging him
to, “request that all health insurance
companies immediately waive prior
authorization requirements for cancer
treatments during this COVID-19 crisis.”

“If PA is lifted at this point, and we had
the flexibility to choose a less toxic reg-
imen or to bring a patient to clinic less
often, it would be so much better and
safer for our patients,” Blau said.

While extending the oncology office
to the patient’s home with telehealth
isa good idea, and prior authorizations
wrapping a doctor’s informed medical
decision in red tape makes a bad idea
worse, the mere notion of even consid-
ering home infusions of chemotherapy
drugs isjust plain baffling, and remark-
ably dangerous.

An interim final rule released by CMS
on March 30 would allow for infused
orinjected Medicare Part B drugs to be
administered at home by a home health
agency so long as a provider is present,
via telehealth. As COA noted in an offi-
cial position statement on the issue, this
might be reasonable for certain diseas-
es and drugs. However, for cancer, this
is not appropriate and can be extreme-
ly dangerous.

While it’s true that traveling to one’s
oncologist during the pandemic is at
times impractical and potentially risky


https://www.dropbox.com/s/4kug4ia3ytavx1v/COA_POTUS_PriorAuths_3-19-20_FINAL.docx?dl=0
https://communityoncology.org/coas-position-statement-on-home-infusion/
https://communityoncology.org/coas-position-statement-on-home-infusion/
https://www.cms.gov/files/document/covid-19-physicians-and-practitioners.pdf
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for an immunocompromised cancer
patient, home health agency admin-
istration of cancer treatment is prob-
lematic, even when considering the
possibility that patients could miss a
chemotherapy treatment cycle due to
the COVID-19 outbreak.

Cancer drugs can produce serious side
effects or adverse reactions that the
average home health nurse, spouse, or
family caregiver s ill-equipped to man-
age. These can be sudden, severe, even
deadly. And while telehealth is indeed a
godsend, itdoesn’t enable an oncologist
to reach through the screen if a patient
reacts badly to an infused drug.

Avoiding side effects and adverse reac-
tions from chemotherapy, or reacting to
them, is the job of a trained oncology
nurse under the oncologist’s on-site
supervision. Once home infusion treat-
ment begins, the individual administer-
ing the treatments does not have access
to the team of providers, additional
drugs, tools, or equipment to deal with
a potential adverse reaction. These can
be potentially life-threatening.

Oregon Oncology Specialists’ Bud
Pierce, a 43-year veteran oncologist,
puts it more succinctly.

“We don’t need to compound this crisis
with the unsafe administration of com-
plex cancer drugs. If we don'tdo it right,
itwill hurt or kill somebody. Let’s not go
offthe deep end with unsafe practices,”
Pierce said.

The expansion of telehealth services has
allowed practices to focus on making
in-office infusions as safe as they can be
for patients. With less patients visiting
in-person and stringent sanitation pro-
tocols in place, the likelihood of disease
transmission is significantly lowered.

As hospitals have stepped up and com-
mitted their resources to stopping the
deadly spread of COVID-19, communi-
ty oncology clinics are doing their part

to continue to provide quality care for
those who carry the burden of cancer.
Each member of the health care field
plays a vital role in this emergency, and
community oncology providers are
standing fast for their patients.

We know that as the COVID-19 pan-
demic slowly recedes, the curve flat-
tens, and the new “normal” eventually
comes into focus for most Americans,
community oncology clinics will still
be there, treating patients with cancer
who need them.

But it will not be the same as before
the crisis.

Community oncology clinics will contin-
ue embracing telehealth into treatment
plans. Community oncology clinics will
continue to fight with insurers over pri-
or authorizations. Community oncolo-
gy clinics will never allow ill-conceived
ideas like home health agency infusion
to become a reality. And, perhaps most
importantly, community oncology
clinics will continue being the local,
affordable, and accessible site of care
for patients.

And we will never forget the men and
women who fight in the trenches every
day against pandemics like COVID-19
or devastating diseases like cancer,
and, most importantly, who they are
fighting for.

As Winston Churchill said so memora-
bly when the chips were down in the
midst of World War Il: “Never was so
much owed by so many to so few.”

Ted Okon is the executive director of the
Community Oncology Alliance (COA),
a national association of independent,
community cancer providers.
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Lichtenfeld spoke with
Paul Goldberg, editor and
publisher of The Cancer Letter.



Lichtenfeld: COVID-19

CONERSATION WITH EXPOSEd weaknesses in the
U.S. health care system

66

What we'’re seeing

in oncology mirrors
what we’ve seen
systemically, that is,
we were faced with a
pandemic that others
had talked about, but
nobody had really
implemented plans for.
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]. Leonard Lichtenfeld, MD, MACP

Deputy chief medical officer,
American Cancer Society
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ow has the COVID-19 pandemic af-
fected oncology?

What will the long-term impact be?

“The virus will expose the weaknesses
of our system at many, many levels.
And research is one. And health care
is another. And outcomes are going to
be another still,” said J. Leonard Licht-
enfeld, deputy chief medical officer of
the American Cancer Society.

“If there’s anything that’s good, it’s a
fact that we didn’t have the number of
deaths that we anticipated. Or at least it
appears that we will not have a number
of deaths we anticipated. Possibly, we
could have had even less. But that’s a
discussion for another day.

“We're doing better than many of us
thought, but there are so many areas
where we have significant problems
that none of us would have want-
ed to face”

The Cancer Letter asked Lichtenfeld to
focus onissues including:

« The pandemic’s impact on cancer
care, including telemedicine,

« Long-termissues of can-
cer screening,

« Problems of health disparities at
a time of rising unemployment,

« Potential pent-up demand
for cancer care after the
pandemic subsides,

« Economicimpact on private
practices and cancer hospitals,
including community hospitals and
NCl-designated cancer centets,

« Long-term impact on clini-
cal and basic research.

“I think health care will come back, and
there’ll be more than enough demand
for health care. The problem in health
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care, aside from the prioritization, may
be how are people going to pay for it?”
Lichtenfeld said. “Approximately 10%
of our workforce, as of today, is out of
work. And it may go even higher.”

Lichtenfeld spoke with Paul Goldberg,
editorand publisher of The Cancer Letter.

Paul Goldberg: Here’s the rea-
son I'm calling: 1 don’t know
many other people who have
more breadth of knowledge
in this field, everything from
community oncology all the
way to funding of research.

You have a model inyour head,
and | hope you will let The Can-
cer Lettertake it foraspinaswe
try to figure out what the im-
pact of this crisis has been and
what the new normal would
look like when it’s over.

My first question is: What has
the COVID-19 crisis shown us
about our medical system, how
it operates? What do we see in
oncology as a result of this?

Leonard Lichtenfeld: | think what we're
seeing in oncology mirrors what we've
seen systemically, thatis, we were faced
with a pandemic that others had talk-
ed about, but nobody had really imple-
mented plans for.

As we moved into the COVID pandemic
worldwide, oncology teams here in the
United States responded by creating
programs and plans and contingencies
to move forward during a very acute
and unusual moment in time. | have to
say that from what | have seen from a
larger picture, | think they've responded
as best they can.

| currently see teams coming together,
and by that | mean organizations com-
ing together to provide more firm guid-
ance. And I'm hopeful that as we move
through the pandemic and try to get
to a point of relative normalcy, we will
consider what has to be done to care for
our patients under those circumstances.

Oncology has an infrastruc-
ture for getting quick answers

to hairy medical questions.
Has it been put to good use?

LL: | think we have a good infrastructure.

I’'m not sure it was ever designed to re-
spond to something as serious and as
intensive as COVID-19, something that
has completely disrupted our systems.
| think we have a process where we can
evaluate, where we can respond, but
no one was prepared for something of
this magnitude.

The clinical trials system in on-
cology is like no other in any

other country or in any other
therapeutic area.

LL: Our clinical trials system is out-
standing when it’s done right, and we
owe that system a tremendous amount
of gratitude for what they have done
to advance cancer care and cancer
research over the course of decades.
However, even the clinical trials system
is being faced with issues they never
anticipated.

Some trials have had to be suspend-
ed. Some trials that were supposed to
start could not get started, and even
those that have been ongoing have had
to change their metrics to respond to
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COVID-19. We won't know the full im-
pact of COVID-19 and the coronavirus on
the clinical trial outcomes for some time.

We are still in that learning phase.
We're still trying to gather informa-
tion. We're still trying to make sense of
what’s going on.

How would you use the

COVID-19 crisis as a foundation
for research questions?

LL: From my perspective, we're going to
be looking at this pandemic for months
and years to come. There are a num-
ber of topics.

First and foremost, what did cancer
centers do in this moment of crisis? And
many of the academic centers respond-
ed by going to virtual visits, by eliminat-
ing unnecessary visits, by trying to make
sure that patients who needed care got
the care—period. They set up triage
systems to make sure that those most
in need and having the most acute prob-
lems were ableto getinto see the teams.
And they created outreach mechanisms.

By the same token, they decided what
did not have to be done. Furthermore,
they responded by altering treat-
ment courses.

They may have taken some patients,
such as women with very early, non-ag-
gressive DCIS, and initiated alternative
treatments rather than going directly to
surgery. At the same time, they tried to
make sure the patients with the most
acute demands, such asthose with acute
leukemia, advancing lymphoma, those
receiving CAR T were able to get care.

But at the same time, we're going to
have a substantial backlog of care that’s
going to have to be addressed.

I, for one, find it interesting to see how
we’re going to incorporate what we
have learned. In other words, we have
things we want to do for our patients:
treatments, scans, whatever, but now
we're learning what we have to do
for patients.

Will that alter the care we offer for
months to come? Those will all be the
topic of research questions, to take a
look at what the acute response was
and what the outcomes are.

More importantly, we're clearly going to
examine long-term outcomes. In other
words, were there patients who could
have been treated more effectively
that didn’t receive that treatment? Did
itimpact their outcome? Did we see in-
creasing mortality as a result of the in-
ability of patients to get the treatment
that they needed? Epidemiologists are
going to be busy for a while.

We, at the American Cancer Society,
have looked at the impact of disasters
in the past. We recently published a
paper—in July of last year—where we
looked at the impact of hurricane disas-
ters on outcomes in early-stage lung
cancer treated with radiation therapy.

Even in that circumstance, we found
that the outcomes were worse for pa-
tients in disaster areas versus those
who were notin disaster areas, or areas
where disasters were declared. With a
hurricane, you can send patients else-
where, the disaster is fairly time limit-
ed. With this pandemic, you don’t know
how long it will last, and you have no
place tosend your patients, because it’s
nationwide.

What can we see on the issue

of disparities?
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LL: Disparities are coming frontand cen-
ter on a national level.

As has been true with so many things
in the pandemic, we're examining ma-
jor questions at a very high population
level. We're talking about disparities
in how they impact the pandemic and
the number of deaths from COVID-19
among different populations.

However, have no doubt that the same
issues facing various populations—
whether they be African American,
Latino, or any other minority popula-
tion—have no doubt that those dispar-
ities are going to magnify the outcomes
for cancer patients as well.

We as a profession have to be certain
that we pay attention to that problem
and that we do everything in our power
to make sure the care is given appropri-
ately and given equally.

So, you're saying that first we
are going to see the impact of
COVID in terms of disparities,

but then we are going to see it
again in terms of cancer care
and disparities.

LL: Yes.

So, it’'sreally a double-whammy.

LL: Yeah, it's going to be a dou-
ble-whammy, because, as we come out
of the pandemic, and we try to get back
to a“normal environment,” and it won’t
be normal, and those who have the least
voice are at risk of being put to the back
of the line. We cannot let that happen.
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What about impact on ear-
ly detection? There’s good
early detection and there is
bad early detection; there’s

over-treatment. Is this pan-
demic and interruption in care
going to be making it possible
to study over-treatment?

LL: I think we’re going to be seeing
over-treatment a bit of a different way.
We won't call it over-treatment and we
won't call it over-detection.

What we will do is prioritize those who
are a greatest need. So, for example,
you're already hearing conversations
among competent and reputable oncol-
ogists and radiologists about who needs
to have a mammogram the quickest.
So, we have, obviously, concerns about
breast cancer and early detection.

We have some women who are obvious-
ly at higher risk—for example, women
with BRCA mutations and other muta-
tions who need to be screened more
regularly. They should probably go to
the front of the line.

On the other hand, we know about the
conflict in mammography guidelines,
with some organizations saying you
have to have a mammogram every year.
Other organizations say you can start at
age 50, every other year.

The American Cancer Society has its
own set of recommendations, and
you're starting to hear some folks say,
“Well, if we delay a mammogram in a
woman at average risk for 18 months,
that’s really not a bad thing.” So whether
that ever getsincorporated into routine
practice, | don’t know.

Butas part of the prioritization process,
| believe we will see those in greatest
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need, where we know we have to get
the women screened on a very regu-
lar basis, even every six months, they
should be screened first, and women
who are at much lower risk and those
who may be older, for example, may
see a greater delay in terms of getting
amammogram.

You're also seeing researchers say, “May-
be this is a good opportunity to start
bringing risk-based screening into play,”
that is, those where we know or where
we believe there’s evidence that we can
assess risk, maybe we should start ap-
plying that information to a screening
procedure to try to help prioritize those
who should move to the front of the line.

Do you think real-world evi-
dence is being generated in

sufficient depth to answer
some of these questions?

LL: | think real-world evidence is being
generated. The secret will be whether
we can move the real-world evidence
into genuine evidence. There are some
systems in place, which will be mined
forall the information they can provide,
because they offer it in a reasonably
standard format.

The sad reality is that many of our sys-
tems don’t provide data in a fashion
that can be analyzed easily. There are
a lot of researchers trying to make that
happen, butthatresearchis in progress.
It hasn’t gotten to the final point where
we can routinely say, “We can take in-
formation from multiple systems and
bring it together.”

That’s one of the difficulties that will
become more apparent. We don’t have
a rapid data system in place that helps
us understand what’s happening to-
day. When you talk to epidemiologists

about how we can understand the im-
pact of coronavirus and the pandemic,
they’re telling us that it will take months
and years to get accurate datasets, be-
cause it takes that long for data to move
through the system.

Perhaps, and as a result of this pandem-
ic, one of the beneficial consequences
that may come out of it, is that we’'ll
find other means of getting data to-
gether, so we can understand at an
earlier moment. We may not have data
that’s perfect, but we should not let
the perfect be the enemy of the good.
We need rapid data. We need to know
what’s happening.

We need to be able to implement those
plans, because this may not be the only
go-around we have with coronavirus.
We may see a second round, possibly
even a third round, because of what |
believe is going to happen as we come
out of this phase of the pandemic.

You're talking about SEER,
but what about data from the

billing systems and electronic
medical records and so forth?

LL: There’s SEER data, there’s mortality
data, and we know how long it takes
for the validated data to become avail-
able. We will have it, and whether it’s
whatever EHR one may favor, there’s no
question there’s a tremendous amount
of data in there. But researchers have
not yet gotten to the point where they
have faith in that data.

There’s a lot of information contained
in medical records that is not stan-
dardized, and not accessible. Billing
data still takes time to go through any
system before it can be collated and an-
alyzed. So we don’t have a good rapid
response system.
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And even researchers who try to rely on
Medicare billing data, or private billing
data, and there are some systems that
do bring that data together, still have
concerns about accuracy and validity.
That does hinder our ability to have a
quick analysis that helps us see where
the problems may be. It’s notjusta mat-
ter of a pandemic.

But it also has to do with our everyday
research as well.

One point | think isimportant: We need
to remember that a lot of people are
getting care through telehealth, but
the telehealth regulations have been
substantially altered as a result of the
pandemic. CMS has stepped up to the
plate, changed its rules, allowed differ-
ent means of communication with pa-
tients, and much of thatis not captured
in any way close to the routine way we
do business.

So, you can use telephones, you can
use facetime, but the records may not
be as accurate as they were. So, we're,
we're in the midst of, as we say, unchart-
ed territory.

But when it comes to understanding
the research issues that we face when it
comes to trying to answer the research
questions that are important we will
still have a number of barriers to making
sure that datais in a format that’s useful
for the research we would like to do.

| started struggling with this
really the first time | heard
about telemedicine being used

more often and in more set-
tings: What does this do to the
concept of catchment area for
cancer centers, for example?

LL: Well, actually that’s an excellent
question. That’s actually two questions.

I'm going to put something first that
you didn’t ask. We assume when we
talk telehealth that everybody has ac-
cess to online visits, and that people are
comfortable doing that. | happen to be
located, as we have this conversation,
in a rural community. My ability to use
broadband effectively is extremely lim-
ited. That's number one.

Number Two: There are a lot of people
in various communities who are not
comfortable doing telehealth. They
don’t have a computer, they don’t have
internet, and they’re not comfortable
talking toaclinician over the telephone.

So, those already are barriers that we
don’t think about.

We're really talking about
digital divide, which is also ur-
ban-rural. Actually, that is fas-
cinating and truly something

that needs to be studied. But
first, let’s dispense with my
question about the impact of
telehealth on catchmentareas
for cancer centers.

LL: They are dealing with an issue that
has some of the centers concerned, and
thatis, how do you do telehealth across
state lines when you're not licensed in
the other state?

And | can share that | have had conver-
sations with colleagues where that has
become a real issue. So, you have the
legal departments saying you can’t do
a telehealth consultation from state A
to state B, because you're not licensed
in state B.
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And itturns out the doctor at the cancer
center happens to be a national expert
in a very specific area of cancer care
that’s not widely available, and he or she
has to make a decision whether they're
going to do that consult, and possibly
be inviolation of the state licensing law.

My hope is that under these circum-
stances ,where cancer centers have to
deal with patients around the country,
if notaround the world, thatall of us will
understand that these are very special
circumstances and not make a major is-
sue about licensure in a telehealth con-
sultation—at least during the course of
this pandemic.

We could deal with the issue in normal
times at a later date. But for now, we
have seriously ill patients with partic-
ular diseases who are located in other
states, and we should allow the experts,
particularly those from the cancer cen-
ters, to interact.

| have heard one solution, and this was
in the past where the center said you
can do a virtual consultation in anoth-
er state if that patient has already been
seen and cared for in our center. The
real question comes up: What happens
if someone s in another state and they'd
never been seen atyour center and they
want a consultation?

| do think that consultations between
health professionals, between clinicians
and doctors and other clinicians in one
state to a cancer center, are probably
going to be less problematic.

But the concern becomes whether an-
otherdoctorin another state who hears
about a doctor from the first state call-
ing their patient in another state may
not appreciate that. Could a complaint
be filed? And, of course, as we all know,
the answer is, yes, anybody can file a
complaint about anything.
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| hope that we have enough compassion
and enough understanding with regard
to what's going on today, that we don’t
get caught in those legal and techni-
cal dilemmas.

Now, let’s go through the list
of areas of oncology and talk
about how they qre going
to be impacted. So the list is

going to include the private
practices, the hospitals, the
cancer centers—and research
funders. Let’s start with the
oncology practices.

LL: I think the impact on oncology prac-
tices is uncertain at this time. Informa-
tion I've had from major centers—and
| admit it’s not a random sample—re-
veals the incredible diligence and at-
tention that most of these centers gave
to the questions and the problems very
early on. We know that a number of
cancer centers immediately went to
virtual visits.

They immediately excluded people who
didn’'t have to come into the center.
They screened people coming in. They
did everything they could to minimize
the risk and exposure of the cancer pa-
tients coming in to get treatment. | also
know that they paid attention to how
treatment could be altered safely as a
result of this pandemic.

On the other hand, we did get phone
calls from cancer patients around the
country. Again, far from a scientific
sample, expressing concern about what
was going on in the centers they were
attending, the community centers and
practices that they were attending.

| have no reason not to believe that
most smaller programs also did what
they could do to limit patient care to
only whatis absolutely necessary. How-
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ever, I'm also aware that some centers
did not, and this was a source of concern
to patients.

Part of the problem, of course, is fi-
nancial, and cancer practices are no
different than any other medical prac-
tices. And what you see going on in the
larger scene, a larger picture of medical
practices, is a lot of doctors are having
a great deal of difficulty, particularly
those in small private practices.

But now you're hearing reports in the
news, and not necessarily about cancer
practices, but other specialties, such as
dermatology where in the case of pri-
vate practices where there’s a heavy
private equity investment, that they're
being held open, and patients were be-
ing told to come in as though nothing
was wrong. And that has me extreme-
ly concerned.

| hope it’s not widespread. But I'm see-
ing enough reports, and actually had
a personal experience to suggest that
some practices were staying openinan
environment where that presented in-
creased risk to the patients they serve.

Will they ever be made whole
at the end of this? | mean, how

do they survive—or is this go-
ing to be a massacre?

LL: My concern is that we're going to
lose some practices. There may be phy-
sicians who are near retirement age who
may just say, “l quit.” Some may deter-
mine they don’t have the wherewithal
or the time to make up the loss.

My understanding is that the Ameri-
can Medical Association and other or-
ganizations are working to keep prac-
tices whole and make sure that they
have a source of funding to tide them
through. But you can’t look at the pri-

vate practices around this country and
not be concerned.

We are at a place now where less than
half of the practices are actually owned
by the physicians. Less than half the
practices are in the traditional model
of physician ownership.

The other concern is whether the prac-
tices that are owned by private equity
are going to have enough investment
available to stay open. And although |
hope this is not the case, are additional
pressures going to be put on those prac-
tices to engage in behaviors that would
be less than desirable?

| hope that’s not the case. But expe-
rience suggests to me that that may
be a concern.

What about hospitals?

LL: | think hospitals are going to have
difficulty also. Again, the larger insti-
tutions stepped up to the plate early by
putting a number of programs in place
that had and will continue to have in-
credible cost to the institution.

There are larger medical schools and
universities and hospitals, affiliated
hospitals, that canceled their routine
clinics, that told a good portion of their
workforce to remain at home, or set
up alternative arrangements, such as
virtual visits, and only having the most
necessary visits continue. But that costs
money. Now, maybe they have deeper
pockets, but even there they have fun-
damental fixed expenses that have to
be met, and one has to have concern.

But | looked at a number of industries
that have been impacted, and although
| don’t believe that restaurants and
medical practices are of the same in-
tensity of service, the reality is they’re
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in the same boat. That is, their source
of funding has been cut considerably.

And many medical practices are very
much on a cash-in/cash-out basis, so
any interruption may hurt. They may be
able to survive for one or two months,
but whether they can last three, four, or
five months—is unknown. And, partic-
ularly, can they last if a second or third
wave comes along.

Talking about the hospitals: There are
a lot of hospitals in rural parts of this
country that are already in serious fi-
nancial danger. Before the pandemic
hit here in Georgia, we've had a num-
ber of hospitals close down. And we're
not unique.

All through the country, rural hospitals
are in trouble. One can only imagine
what’s going to happen if in some rural
communities they get overwhelmed
with COVID-19, as has already occurred
at southwest Georgia.

These are not hospitals that have, for
the most part, large endowments. They
serve communities, where a lot of their
care is Medicaid,no-pay, and Medicare,
and they don’t have large private insur-
ance bases. They don’t have large pri-
vate companies in many of these small
towns. I'm extremely worried that we're
going to see substantial closures once
this pandemic clears.

What about cancer centers?

LL: Cancer centers will hopefully sur-
vive, if we're talking about the cancer
centers that enjoy excellent reputations
and are NCl-level centers. My sense is
that they will get through this. Now, in
that scenario, what concerns me are the
research programs.

We haven't talked about research, but
research can’t beignored as having con-
sequences and impact from COVID-19.
We've done a non-scientific survey,
where we reached out to our grantees
around the country, and we received a
substantial response, about 60% of the
people we reached out to responded.

Half of them cannot go into their re-
search labs at all. Almost the other
half, not all, but almost the other half,
are severely restricted from going into
their labs.

And on the clinical side, some of the re-
searchers who were doing the clinical or
lab research have now been re-directed
to working with COVID-19 patients. So
the toll on research programs is highly
uncertain at this point.

And how the funders, including the
American Cancer Society, are going to
be able to intervene and sustain those
researchers is a story that is currently
being written. Our hope is that we'll be
able to fund our researchers and keep
them whole.

But it’s not just American Cancer Soci-
ety, it’s clinical trials, it’s, obviously, NCI
funding, it’s a large segment of young
researchers, postdocs, for example. All
of those folks are being impacted.

Once again, our major national focus is
at a very, very high level. We're looking
at the highest level of population im-
pact, and we're concerned about many
levels below that, such as the unfortu-
nately substantial number of people
who are being unemployed.

But as we have talked about, the im-
pacts are going to go even further. They
are going to go into medical practices,
they’re going to go into hospitals, and
they’re clearly going to go into the re-
search enterprise—both in the clinical
and the basic sciences.
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What about issues like the un-

insured?

LL: Well, the uninsured, along with the
disparities, are issues that have faced
this country for a long period of time.
And now we have a pandemic that is
going to expose some of the most se-
rious and worst weaknesses of our sys-
tem of care.

Those who have not had access or have
been denied access, and how are they
going to get care today?

Today, hospitals are saying, and | have
no reason to doubt them, that people
who need to be in that hospital are
getting care.

The virus will expose the weaknesses of
our system at many, many levels. And
research is one. And health care is an-
other. And outcomes are going to be
another still.

If there’s anything that’s good, it’s a
fact that we didn’t have the number of
deaths that we anticipated. Or at least it
appears that we will not have a number
of deaths we anticipated. Possibly, we
could have had even less. But that’s a
discussion for another day.

We're doing better than many of us
thought, but there are so many areas
where we have significant problems that
none of us would have wanted to face.

Do you have any thoughts on

how one would restart the
economy?

LL: Well, I don’t know that I'm an expert
in the economy.
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outcomes are going
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You are, in one aspect of it—

health care.

LL: | think reopening the economy is
going to be a bit more difficult than
some people think. Some are starting
to say, “Let’s get past this, and we can
puteverythingin place, and we'll be fine
in our business.”

| focus on health care, and | think the
health care economy will restart. |
think it will be overwhelmed by pent-
up demand. And that pent-up demand
is going to be put on top of a demand
that was already being stretched in
many areas.

So, going back to my comments previ-
ously about prioritization, and think-
ing about how to get the right people
in the door the earliest is so important.
| think health care will come back, and
there’ll be more than enough demand
for health care.

The problem in health care, aside from
the prioritization, may be how are peo-
ple going to pay for it? Approximately
10% of our workforce, as of today, is out
of work. And it may go even higher.

And if we open up too early. If we don’t
do what needs to be done as we come
out of this from a medical standpoint,
we will quickly be backin it. Meaning, if
we don’t wait until the number of cases
has diminished substantially. If we don’t
practice effective contact tracing, if we
don’t really understand that this is not
the end of this pandemic, if we don’t
take all of those things to heart, we’'ll
be right back in the soup.

Health care as an industry has been
expanding demand to fill the available
opportunities. But the question is going
to be who can pay for it?

Because you have so many people who
had health insurance who don’t have it
now. And health care has gotten so ex-
pensive that the idea of going to get care
and being able to pay foritis beyond the
reach of, if not every American, certainly
a vast majority of Americans.

Some couldn’t pay for it before, but now
people who had jobs and now don’t
have jobs, how are they going to pay
forit? And | don’t think we've come to
grips with that.

One of the suggestions was to open up
the ACA, at least give people an option
to purchase a plan with subsidies. But
best | can tell, that is not going any-
where in the near future.

So, yes, health care will be there. But the
question is, how will we be able to pay
for the health care people need?

Since we are talking, ACS has
just

announced austerity
measures. Are you the right
person to talk to about that?

LL: We will share our official statement.
However | will say that just like many
non-profits, we are facing some very
serious fundraising issues and we will
have to make difficult choices as we
move forward.

Is there anything I’'ve missed?

LL: We've covered a lot here. | think you
probably have enough for a book!
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COVID-19 UPDATES

AstraZeneca trial
to test Calquence in
COVID-19 patients

AstraZeneca said it will initiate a random-
ized, global clinical trial to assess the po-
tential of Calquence (acalabrutinib) in the
treatment of the exaggerated immunere-
sponse (cytokine storm) associated with
COVID~19 infection in severely ill patients.

Thetrial design is based on scientific evi-
dencesupporting the role of the Bruton’s
tyrosine kinase (BTK) pathway in the
production of inflammatory cytokines
and on encouraging early clinical data.
Calquence is a next-generation, highly
selective BTK inhibitor currently used
to treat certain types of blood cancers.

The trial, called CALAVI, is based on ear-
ly clinical data with Calquence demon-
strating thata decrease in inflammation
caused by BTK inhibition appears to re-
duce the severity of COVID-19-induced
respiratory distress. The goal of the trial
is to evaluate the efficacy and safety of
adding Calquence to bestsupportive care
(BSC) to reduce mortality and the need
for assisted ventilation in patients with
life-threatening COVID-19 symptoms.

“We can confirm that NCI is involved
with administration of off-label use of

acalabrutinib in a small number of se-
lected patients with severe COVID-19,”
NClI said in a statement. “While some
clinical benefit has been observed in
select patients with advanced lung dis-
ease caused by COVID-19, itis premature
to conclude that it will provide benefit
across patients with advanced lung dis-
ease due to the very early and limited
use of this agentin COVID-19 at this time.

“Thus, it will be necessary to gather data
from randomized, controlled clinical tri-
als in order to understand the best and
safest treatment options for patients.
NClI’s chief concern is the safety and
well-being of patients, caregivers, and
researchers, and staff.”

This large, multicenter, global, random-
ized trial uses a two-part patient-centric
design developed in record time to ac-
celerate data capture and analysis. Part
One evaluates the addition of Calquence
to BSCversus BSCalone in patients hospi-
talised with COVID-19 who are not in the
intensive care unit. Part Two evaluates
the addition of Calquence to BSCin a co-
hort of patients in the ICU.

“With this trial, we are responding to the
novel insights of the scientific commu-
nity and hope to demonstrate that add-
ing Calquence to best supportive care
reduces the need to place patients on
ventilators and improves their chances
of survival,”José Baselga, executive vice
president and head of Oncology R&D at
Astrazeneca, said in a statement. “This
is the fastest launch of any clinical trial
in the history of AstraZeneca.”

The CALAVI trial is expected to open for
enrollment in the coming days in the
U.S. and several countries in Europe.
Wyndham H. Wilson, of NCI, will serve
as the principal investigator of the trial.

“Given the well documented role of the
protein BTK in regulating inflammation,
it is possible that inhibiting BTK with
acalabrutinib could provide clinical ben-
efitin patients with advanced COVID-19
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lung disease,” Louis M. Staudt, chief of
NCI's Lymphoid Malignancies Branch
and senior investigator of the CALAVI
trial, said in a statement. “As with all
new treatments, it will be necessary to
gather data from clinical trials in order
tounderstand the best and safest treat-
ment options for patients.”

Clinical trial accruals
at OneOncology
increase in the

face of COVID-19

Enrolling patients in clinical trials at
OneOncology partner practices has
slightly increased in March and April,
as the COVID-19 pandemic hit its com-
munities hardest.

OneOncology, a national partnership
of independent, community oncology
practices, includes five large communi-
ty oncology practices representing over
400 physicians practicing at more than
160 sites of care in the United States.

“Elective medical procedures have
stopped, but caring for cancer patients
isn’t elective,” Jeff Patton, OneOncolo-
gy’'s acting CEO and president of Phy-
sician Services, said in a statement.
“Not only do community oncology cen-
ters remain open, providing patients
life-saving treatments, we also continue
to provide clinical trials ata steady to in-
creased rate. Our centers are continuing
to fulfill our collective mission.”

When the Centers for Medicare and
Medicaid temporarily loosened its reg-
ulations to allow providers to be reim-
bursed for telehealth visits, the agency
allowed researchers to keep some clini-
cal trials open by evaluating and enroll-
ing out-of-state patients.

“By loosening the regulations at both
the federal and state levels, we were
able to evaluate patients for eligibility in
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clinical trials that we otherwise couldn’t
because of state licensing require-
ments,” Natalie Dickson, chief medical
officerat Tennessee Oncology and chair
of OneCouncil, the partnership’s all-phy-
sician committee, said in a statement.

American
Cancer Society
opens COVID-19
tracking study

The American Cancer Society is inviting
participants tojoin its ongoing Cancer Pre-
vention Study 3 (CPS-3) touseanewappto
help investigators track the COVID-19 epi-
demicand inform future research efforts.

The app, the COVID Symptom Tracker,
was created by doctors and scientists at
the Harvard T.H. Chan School of Public
Health, Massachusetts General Hospi-
tal, King’s College London, and Stanford
University School of Medicine, working
in partnership with the health science
company ZOE. It is available to anyone
in the United States or United Kingdom.

Participants of the study are asked to
download the app and track whether
they feel any symptoms each day.

The goal of the app is to:

« Better understand symp-
toms of COVID-19,

. Evaluate how fast the virus is
spreading in different areas,

« Identify high-risk ar-
eas in the country,

« Identify who is most at risk by
better understanding symptoms
linked to health conditions; and

« Identify the exposure of health-
care workers to COVID-19.

“By inviting CPS-3 participants to use
this app, we hope to be able to help
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address the immediate and long-term
needs of cancer patients and survivors,”
Alpa Patel, senior scientific director, ep-
idemiology research and lead investiga-
tor for CPS-3, said in a statement. “In the
short term, data gathered from the app
will help characterize the progression of
symptoms and trajectories related to
coronavirus. Over time, the data can be
combined with CPS-3 data to study the
longer-term health effects related to
infection, including in vulnerable pop-
ulations like cancer survivors.”

The Cancer Prevention Study includes
more than 300,000 participants from 35
states and Puerto Rico who completed a
comprehensive baseline survey that in-
cluded extensive medical, lifestyle, and
other information. Participants are con-
tributing to a better understanding of
the roles of lifestyle, genetic, and other
factors in cancer.

COVID-19 Tracker can be used with oth-
er major studies, including the Nurses’
Health Study, one of the largest and
longest-running scientificstudies in the
world with 280,000 participants, many
of whom are active health care workers
treating people with COVID.

Research!America
urges Congress to
modify budget caps,
increase FY21 funding
for health agencies

Research!America is urging Congress
to modify the budget caps and increase
funding for health agencies for FY21 in
light of the COVID-19 pandemic.

The letter from President and CEO Mary
Woolley follows:

“Dear Chairman Shelby, Chair
Lowey, Vice Chairman Leahy, and
Ranking Member Granger:

“On behalf of the Research!America
alliance, please know how sincerely
grateful we are for your bipartisan
efforts to mitigate the devastating
effects of the COVID-19 pandemic.
Your determination to advance the
Fiscal Year 2021 appropriations pro-
cess is an important facet of those
efforts, and we deeply appreciate
your leadership and commitment.

“In that context, we fully support the
strategy of modifying the FY21 bud-
getcaps inamanner thatenables our
nation to end the COVID-19 threat
and dramatically build out our pub-
lic health threat preparedness and
response capabilities. COVID-19 is a
warning our nation must heed, know-
ing that the next threat could follow
directly on the heels of COVID-19.

“Further, we firmly believe that FY21
funding should respond to what
we as a nation are witnessing in
real time: research-driven medical
and public health progress conveys
value to society that profoundly ex-
ceeds our investment in it.

“Itis not only imperative to ramp up
COVID~19 related funding for NIH,
CDC, FDA, AHRQ, NSF, BARDA and
our nation’s other research and pub-
lic health agencies; it is imperative
to assign a higher funding priority
to the day-in-and-day-out efforts
of these agencies to combat dead-
ly and debilitating health threats
and to ensuring our nation’s re-
search ecosystem can emerge from
COVID-19 stronger than ever.

“By modifying the budget caps and
prioritizing funding for the Labor,
Health and Human Services, Educa-
tion, and Related Agencies Subcom-
mittee, Congress can begin to em-
power a future in which emerging
health threats like COVID-19 cannot
blindside our nation, and longstand-
ing health threats like Alzheimer’s
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and cancer cannot rob Americans
and populations across the globe
of hope, independence and time.

“Thank you again foryour considered
leadership, and please thank your
respective staff members for their
hard workin support of your efforts.”

NAS, NAE, and
NAM presidents:
U.S. funding for
WHO should not be
interrupted during
COVID-19 pandemic

The presidents of the National Academy of
Sciences, National Academy of Engineer-
ing, and National Academy of Medicine
are urging the U.S. government to con-
tinue funding for the World Health Orga-
nization during the COVID-19 pandemic.
NAS President Marcia McNutt, NAE Pres-
ident John L. Anderson, and NAM Presi-
dent Victor). Dzau wrote the following:

“It is critical for the U.S. to contin-
ue its funding for the World Health
Organization in the midst of the
COVID-19 pandemic, given the
WHO’s lead role in coordinating
an international response, espe-
cially in developing countries. The
WHO'’s leadership in helping to
curb the pandemic in other coun-
tries undoubtedly benefits the
United States as well, as we cannot
begin to fully recover here until the
threat of the pandemic subsides in
other nations. Even a temporary
halt in U.S. funding would have a
potentially damaging impact on
the WHOQ's essential activities and
global health security.

“Continued funding to the WHO is
critical to ensure global access to pri-

mary care and essential medicines;
train the health workforce; improve
monitoring and prepare for future
public health emergencies; prevent
noncommunicable diseases; and
promote mental health, among
countless other important services.
Any threat to WHO’s funding could
cut off a lifeline for low- and mid-
dle-income countries and place hun-
dreds of millions of people at risk.

“The U.S. has long been a leader in
global health, and we must not re-
verse course now. For more than 20
years, the National Academies have
conducted periodic assessments
of U.S. strategic priorities in global
health to inform federal policymak-
ers. Our 2017 report Global Health and
the Future Role of the United States
concluded that ‘the U.S. government
should maintain its leadership posi-
tion in global health as a matter of
urgent national interest and as a
global public benefit that enhances
America’s international standing.’
The National Academies stand ready
toevaluate U.S. investmentin global
health, but the nation’s commitment
to funding the WHO should not wa-
ver during this pandemic.”

White House expands
coverage for essential
diagnostic services

Centers for Medicare & Medicaid Ser-
vices and the Departments of Labor and
the Treasury issued guidance to enable
Americans with private health insur-
ance to get coverage of COVID-19 diag-
nostic testing and other related services,
including antibody testing, at no cost.

Issued on April 11, the guidance imple-
ments the recently enacted Families
First Coronavirus Response Act and
Coronavirus Aid, Relief, and Economic
Security Act, which require that private
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health issuers and employer group
health plans cover COVID-19 testing and
certain related items and services fur-
nished during the COVID-19 pandemic,
with no out-of-pocket expenses.

The guidance requires group health
plans and group and individual health
insurance to cover diagnostic testing
and certain related items and services
provided during a medical visit with
no cost sharing. This includes urgent
care visits, emergency room visits, and
in-person or telehealth visits to the doc-
tor’s office that result in an order for or
administration of a COVID-19 test.

Covered COVID-19 tests include all
FDA-authorized COVID-19 diagnostictests,
COVID-19 diagnostic tests that developers
request authorization foron an emergen-
cy basis,and COVID-19 diagnostic tests de-
veloped in and authorized by states.

Bipartisan bill
proposes telehealth
expansion

House Health Subcommittee Chair
Anna G. Eshoo (D-CA) and Rep. Don
Young (R-AK) introduced H.R. 6474,
the Healthcare Broadband Expansion
During COVID-19 Act, which would
provide $2 billion to expand telehealth
and high-quality internet connectivi-
ty at public and nonprofit healthcare
facilities, including mobile clinics and
temporary health facilities deployed to
respond to the coronavirus pandemic.

Nebraska Medical
Center develops
infectious aerosol
capture mask to
protect health
care workers


https://u7061146.ct.sendgrid.net/ls/click?upn=4tNED-2FM8iDZJQyQ53jATUUknltGkS3C92XA2tQDBotGR-2B5VPrmKRXrCse3mLqdESE83e1EiP3Kxp3HqbG9KchRea0qNP3qj9CTLSAbL3GeOLCt7l3z1p7ob7xk2wSHqIWUy__ktYBVXznsociAgd5JlClcMwgjr4yDGB88CKjQ6gvdeC-2FumVDJmpd-2BZLg1mwUltlmh7g94WqK2WDgpSkuIGVKHZ8Aady3LLw9K8lJTcAweniA4pqtJkPTxpUgO1Xn3ZGoDvHcPutRM4Cszf329AkiyIkI5p6KqxLGTl6f507i0dCQGDi94EWwAi9Te-2BEaOXc9lTY0Vj-2Fyn0YG9CdqIw-2FUzWPwHeuMtbDnFN72OhOUizcFZm5y0eQBKFIkYxU63i-2BSxiHIrBt0dxK-2FJNgJM5cyqsSQkBryAsOUN88OHgU8lxxgGeI8yYzqlfDDPZ1-2BgGwYZa4z-2FNVKfysarBruq4RqDBW0nE8g7XVTF7RgxzyZ-2F5I-3D
https://u7061146.ct.sendgrid.net/ls/click?upn=4tNED-2FM8iDZJQyQ53jATUUknltGkS3C92XA2tQDBotGR-2B5VPrmKRXrCse3mLqdESE83e1EiP3Kxp3HqbG9KchRea0qNP3qj9CTLSAbL3GeOLCt7l3z1p7ob7xk2wSHqIWUy__ktYBVXznsociAgd5JlClcMwgjr4yDGB88CKjQ6gvdeC-2FumVDJmpd-2BZLg1mwUltlmh7g94WqK2WDgpSkuIGVKHZ8Aady3LLw9K8lJTcAweniA4pqtJkPTxpUgO1Xn3ZGoDvHcPutRM4Cszf329AkiyIkI5p6KqxLGTl6f507i0dCQGDi94EWwAi9Te-2BEaOXc9lTY0Vj-2Fyn0YG9CdqIw-2FUzWPwHeuMtbDnFN72OhOUizcFZm5y0eQBKFIkYxU63i-2BSxiHIrBt0dxK-2FJNgJM5cyqsSQkBryAsOUN88OHgU8lxxgGeI8yYzqlfDDPZ1-2BgGwYZa4z-2FNVKfysarBruq4RqDBW0nE8g7XVTF7RgxzyZ-2F5I-3D
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Health care workers at Nebraska Medical
Center began using Infectious Aerosol
Capture Masks to capture exhaled aerosol-
ized particles at their source from patients.

Approved by the Nebraska Medicine In-
novation Committee, the hospital plans
to initially deploy the IACM in the op-
erating room for use with patients who
aren’t showing symptoms of COVID-19,
but may or may not have the disease.

Steven Lisco, chair of the UNMC Depart-
ment of Anesthesiology, developed the
mask, which was put to use April 15

The device is intended for use on pa-
tients undergoing monitored anesthe-
sia care, and will be used during and
after emergence from general endo-
tracheal anesthesia, as well as in the
post-anesthesia care unit. If successful
in this environment, the IACM could
also be used for patients confirmed to
have COVID-19 and are receiving care in
the ICU or emergency department.

Patients with COVID-19 produce micro-
scopic aerosol particles, which fill the
patient’s environment and increase the
risk of disease transmission. A small per-
centage of patients also may produce
aerosols when not showing symptoms
or before showing symptoms.

These patients are a challenge for pro-
viders, as they may unknowingly pro-
duce infectious aerosols when cough-
ing, wearing supplemental oxygen or
undergoing aerosol-generating proce-
dures like intubation and extubation—
all common occurrences in operating
rooms and in post-anesthesia care units.

The IACM device uses a face tent posi-
tioned upside down with a viral filter at-
tached, connected to wall suction. The
apparatus attaches to the vacuumsource
via standard suction tubing adapted to
the device via a plastic piece created with
a3D printer by Nicholas Markin, director
of perioperative imaging.
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“The IACM performed very well in lab-
oratory testing in conjunction with a
nasal device used to deliver supplemen-
tal oxygen, catching more than 90% of
airborne particles expelled in the mask,
ultimately preventing the aerosol from
entering the patient environment,” Lis-
co said in a statement. “Even when the
vacuumwasn’t turned on, the mask was
still 85% effective as a barrier.”

In these areas, patients are often given
nasal cannula oxygen, which has been
shown to increase the rate and density
of aerosolized particles, Lisco said.

“We think it is far superior to put this
device on patients in the PACU or ICU
versus a surgical mask over a nasal ox-
ygen delivery device,” Lisco said.

FDA authorizes blood
purification device
to treat COVID-19

FDA issued an emergency use authori-
zation for a blood purification system
to treat patients, ages 18 and over, with
confirmed COVID-19 admitted to the
intensive care units with confirmed or
imminent respiratory failure.

The authorized product reduces the
amountof cytokines and otherinflamma-
tory mediators, i.e., small active proteins
in the bloodstream that control a cell’s
immune response by filtering the blood
and returning the filtered blood to the pa-
tient. The proteins that are removed are
typically elevated during infections and
can be associated with a cytokine storm
that occurs in some COVID-19 patients,
leading to severe inflammation, rapidly
progressive shock, respiratory failure, or-
gan failure and death.

FDA issued this emergency use autho-
rization to Terumo BCT Inc. and Marker
Therapeutics AG for their Spectra Optia
Apheresis System and Depuro D2000
Adsorption Cartridge devices.

Adolescent, young
adult cancer non-
profits provide
guidance on COVID-19

Six non-profit adolescent and young
adult cancer advocacy organizations
have launched CovidAYACancer.org, are-
source for young people with cancer and
the health professionals who treat them.

Teen Cancer America, Stupid Cancer,
The Leukemia and Lymphoma Society,
Cancer and Careers, Lacuna Loft and
CureSearch have formed an alliance
with oncology specialists, including
Craig Nichols, Archie Bleyer and Stu
Seigel, to develop the website.

CovidAYACancer.org aims to be a repos-
itory for critical information specifically
benefittng AYA cancer patients, patient
advocates and medical professionals
working with this unique population.

Oncologists in the AYA cancer field treat
immunocompromised patients who
are at elevated levels of risk as a result
of COVID-19.

CovidAYACancer.org provides AYA cancer
patients and survivors with financial re-
sources, virtual events, employment and
psychosocial support. It plans to provide
access to online supportive programs and
guidance to patients and their families.

The site also provides guidelines for
doctors and frontline health teams.
Nichols, Bleyer and Siegel have been
consulting with colleagues about best
practices during COVID-19, as normal
protocols for oncological treatment
have changed significantly.

The CovidAYACancer alliance is sup-
ported by international pharmaceutical
company Servier, which is providing co-
ordination and technical support.
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« Centers for Medicare & Medicaid
Services FAQ: Interim final rule

FAQs and Guidances

Federal government:

Professional societies:

NCI source book and resources:
clinical and laboratory operations

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

NCI guidance: Interim guidance for
patients on clinical trials support-
ed by the NCI Cancer Therapy
Evaluation Program (CTEP) and
the NCl Community Oncology
Research Program (NCORP).

CTEP coronavirus guidance

COVID-19 scientific interest group

FDA guidance: Conduct of clin-
ical trials of medical products
during COVID-19 pandemic

» FDA Medical Countermea-
sures Initiative on COVID-19

» FDA guidance update:
Blood donations

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

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

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

» Update: Diagnostic
testing for COVID-19

» Resources for patients
and caregivers

» FDA enforcement policy for
extracorporeal membrane
oxygenation and cardiopul-
monary bypass devices

American Society of Clinical
Oncology FAQ: Emerging is-
sues and challenges in caring
for patients with cancer during
the coronavirus pandemic

» ASCO recommendations for
the oncology community

» ASCO COVID-19 in on-
cology registry

» ASCO/National Coalition for
Cancer Survivorship FAQ

American Association for Can-
cer Research FAQ: Information
onvirtual annual meetings

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

» ACS clinical guidance: COVID-
19 elective case triage guide-
lines for surgical care

» Create a surgical review com-
mittee for COVID-19-related
surgical triage decision making

» COVID-19 and 2020 ACS Grants

National Coalition for Cancer Survi-
vorship webinar with Otis Brawley

» NCCS resources for survivors

Society for Immunothera-
py of Cancer Resources: Pa-
tient management and basic
and translational research

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

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

Joint recommendations for treat-
ment of patients with breast cancer

American College of Sur-
geons resources: For the
surgical community

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

GOz Foundation for Lung
Cancer resources

Adolescentand young adult resources

American Society for Transplanta-
tion and Cellular Therapy resources

European Blood and Mar-
row Transplantation Soci-
ety recommendations

World Marrow Donor As-
sociation resources

National Institute for Health Care
Management Foundation resources

Research centers:

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

Journals:

Journal of the National Com-
prehensive Cancer Network:
How to manage cancer care
during COVID-19 pandemic

» NCCN best practices

» Special Feature: How to
keep cancer patients and

healthcare workers safe

Companies:

Advarra: Coronavirus guidance

Asbestos.com: Coro-
navirus guidance


https://www.astro.org/Daily-Practice/COVID-19-Recommendations-and-Information/COVID-19-FAQs
https://www.facs.org/-/media/files/quality-programs/napbc/asbrs_napbc_coc_nccn_acr_bc_covid_consortium_recommendations.ashx
https://www.facs.org/covid-19
https://www.sitcancer.org/research/covid-19-resources
https://go2foundation.org/
http://covidayacancer.org
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://www.nihcm.org/categories/covid-19-resources
https://together.stjude.org/en-us/care-support/covid-19.html
https://www.nccn.org/about/news/newsinfo.aspx?NewsID=1949
https://u7061146.ct.sendgrid.net/ls/click?upn=TeZUXWpUv-2B6TCY38pVLo9pev8KYZep-2BosQQm2SiUVJdn29lebuXPsKhpJ5Y71uCs1kjC_wTNfnrmQOffGjDNIakuruqGLh3XAk2j7RL9cL4YZmE7XNv3HXNOzPXWoKSgpE-2BkpTROBXz0sqVlcyPHsVSmL6keu2Qpqt-2F8C3vFlJYzMC1tNwX8NkOJnztXrqfGc7DbDxx9Koucw0G0uNDvpvU10T2TTCtOinlKnZ5-2BWhKYrypg3ZU2XXg0-2Bo9WbjMvTmBCUXkGiINNPQ6-2BhwcUtLQfG47QON4TRsYoUhKuVqw9gNwBRPRv02tKoIbH1js7TN4MgmlYEJ7W6C2cOYC6Eo0FjtlOREtseT2iWBkmbhf2MIYpvy9HRhTz5fKVJ809fTLFpdOoExpAH3cfOhXAzDW8hItic2KFCwfPYDGfxANqkvNc-3D
https://jnccn.org/fileasset/jnccn1805_COVID-19_Cinar-preprint.pdf
https://www.advarra.com/coronavirus-guidance/?utm_source=pardot&utm_medium=email&utm_campaign=c19-consulting-service-push&utm_content=guidance-page
https://www.asbestos.com/cancer/coronavirus-guide/
https://www.cms.gov/files/document/03092020-covid-19-faqs-508.pdf
https://www.asco.org/asco-coronavirus-information
https://www.asco.org/sites/new-www.asco.org/files/content-files/advocacy-and-policy/documents/JCO.20.00960.pdf?cid=DM4876&bid=41686205
http://asco.org/asco-coronavirus-information/coronavirus-registry
http://asco.org/asco-coronavirus-information/coronavirus-registry
https://www.cancer.net/blog/2020-04/common-questions-about-covid-19-and-cancer-answers-patients-and-survivors
https://www.aacr.org/meeting/aacr-annual-meeting-2020/termination-and-rescheduling-faq/
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://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.canceradvocacy.org/blog/cancer-covid-19-conversation-otis-brawley/
https://www.canceradvocacy.org/blog/coronavirus-cancer-resources-for-survivors/
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://oir.nih.gov/sourcebook/intramural-covid-19-guidance-resources
https://www.cancer.gov/contact/emergency-preparedness/coronavirus
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/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-blood-donations
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.fda.gov/patients/coronavirus-disease-2019-covid-19-resources-patients
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/enforcement-policy-extracorporeal-membrane-oxygenation-and-cardiopulmonary-bypass-devices-during
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IN BRIEF

]. Alan Diehl named
deputy director

and chief operating
officer of Case CCC

]. Alan Diehl was named deputy director
and chief operating officer of the Case
Comprehensive Cancer Center.

Diehl will work closely with Stan Gerson,
director of Case Comprehensive Cancer
Center, to coordinate activities based
on the recently updated strategic plan,
priorities identified by the executive
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committee Diehl has been a member of,
and to lead multi-investigator initiatives
and grant applications.

Diehljoined Case Western Reserve Uni-
versity in 2019 as chair of the Depart-
ment of Biochemistry in the School
of Medicine. Diehl was director of the
Cancer Cell Biology Program at the
Abramson Family Cancer Research In-
stitute at the University of Pennsylva-
nia, and most recently served as associ-
ate director of basic science at Hollings
Cancer Center at the Medical University
of South Carolina.

Diehl’s research focuses on the discov-
ery of molecular mechanisms that con-
tribute to uncontrolled cell prolifera-
tion and decreased cell death. He is an
expert in Program Project Grants and
has already advised Case CCC member
groups gearing toward submissions.
Diehl also serves on multiple External
Advisory Boards for NCl-designated
cancer centers.

Andres F. Correa
joins Fox Chase
Cancer Center

Andres F. Correa will join Fox Chase Can-
cer Center as an assistant professor in

the Department of Surgery in the Uro-
logic Oncology Division starting May 4.

Correa, who was a Society of Urologic
Oncology Fellow at Fox Chase, is return-
ing to the center after serving as attend-
ing surgeon and assistant professor in
the division of urology in the depart-
ment of surgery at MD Anderson Cancer
Center at Cooper University Hospital.

Correa is skilled at surgical modalities
including robotics, laparoscopy, and tra-
ditional open surgery, and has expertise
in prostate, kidney, bladder, testicular,
and other genitourinary cancers.

Esther Welkowsky
named VP, clinical
operations, at Elicio
Therapeutics

Esther Welkowsky was named vice
president of Clinical Operations at Eli-
cio Therapeutics, a next generation im-
muno-oncology company. Welkowsky
has managed clinical operations teams
foroncology clinical trials and was most
recently executive director of Clinical
Operations at Allogene.
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Elicio Therapeutics
and NCI study ELI-
002 mutant KRAS
targeting mechanism

Elicio Therapeutics and NCl are working
togetherto characterize T cell responses
to ELI-002 in animals.

The collaboration will be led by James
Yang, senior investigator in the Surgery
Branch of the Center for Cancer Re-
search at NClI.

Elicio has demonstrated in multiple tumor
models that improving the targeting of
immunogens and cell-therapy activators
to lymph nodes, where resident immune
cells potently orchestrate immunity, can
substantially amplify their ability to in-
duce effective tumor-killing immune
responses. ELI-002 is an “AMP KRAS-vac-
cine” containing seven amphiphile mKRAS
peptides and a proprietary amphiphile
adjuvant, administered subcutaneously.

KRAS mutations are present in 90% of
pancreatic cancers, 40% of colorectal

cancers, 30% of non-small cell lung, 30%
of bile duct, 14% of endometrial, and 14%
of ovarian cancers. ELI-002 has complet-
ed preclinical validation, IND-enabling
GLP toxicology studies, and a pre-IND
meeting with the FDA. P1/2 trials will be
multi-site, starting with an open label
dose escalation, progression to expan-
sion cohorts in KRAS mutated solid tu-
mors, and seamlessly progressinginto a
randomized, controlled cohort.

“This research investigates the mech-
anism of action of ELI-002 in mice that
have key human HLA genes important
for immune response,” Christopher
Haqq, Elicio’s executive vice president,
head of Research and Development, and
chief medical officer, said in a statement.
“Dr.Yangis a pioneer of T cell therapy for
solid tumors, and we are excited to col-
laborate in the study, which may help
monitor patient responses in the planned
clinical study of ELI-002, and would set
the stage for clinical trials combining ELI-
002 with KRAS targeting T cells.”

The Elicio Amphiphile platform enables
precise targeting and delivery of im-
munogens and cell-therapy activators
directly to the lymphatic system, the
“brain center” of the immune response,
to significantly amplify and enhance
the body’s own system of defenses, de-
feat solid and hematologic cancers, and
prevent their recurrence. Elicio’s ELI-002
targets seven position 12 and 13 KRAS
mutations, present in approximately
25% of all human solid tumors. ELI-002
has the potential to become a multi-tar-
geted mKRAS therapy with the ability
to treatand prevent disease recurrence
for hundreds of thousands of patients
with mKRAS-driven cancers, including
pancreatic, colorectal, lung, bile duct,
endometrial, and ovarian.

ACS study: JUUL
sales bounced back
within weeks of self-
imposed flavor ban

Juul sales recovered within weeks fol-
lowing a dip after the company with-
drew some flavored products from
stores, eventually surpassing sales from
before the change, according to a study
by American Cancer Society researchers
in the American Journal of Public Health.

In November 2018, under pressure from
FDA to curbrising youth vaping rates, Juul
removed most of their flavored products,
excluding tobacco, menthol, and mintfla-
vors, from retail stores. Using Scantrack
data on e-cigarette sales in the United
States from January 2015 to October
2019 provided by The Nielsen Company,
investigators led by Alex Liber, senior sci-
entist, with the Economic & Health Pol-
icy Research program at the American
Cancer Society, looked at sales trends to
characterize the effects of Juul removing
mango, créme br(lée, fruit medley, and
cucumber flavors from store shelves.

From 2017 through 2018, Juul sales
grew, with a concurrent increase in
the share of fruit-flavored e-cigarettes
sold in Nielsen-tracked retail channels.
Fruit-flavors rose from 12.9% of sales
($10,161,000 per month) in January
2017 t0 33.3% of sales ($96,486,000) in
October 2018. Fruit briefly exceeded
menthol/mint as the flavor category
with the largest proportion of sales in
October 2018. At the same time, tobac-
co-flavored e-cigarettes’ share dropped
from 39.7% of sales t0 16.6% of sales.


https://ajph.aphapublications.org/doi/abs/10.2105/AJPH.2020.305667
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Juul’'s voluntary decision to remove
fruit flavors in November 2018 led to a
decline in sales of fruit-flavored prod-
ucts across Nielsen-tracked retailers to
9.1% ($30,494,000) by April 2019. During
this period, the share of menthol/mint
flavor spiked from 33.0% to 62.5%
(95,592,000 to $209,567,000), and the
share of tobacco flavor rose from 16.6%
t0 22.3% ($48,038,000 to $74,789,000).

Fully 91% of the growth in tobacco and
all of the growth in menthol/mint was
captured by Juul. Juul sales surpassed
their previous maximum within 12
weeks, as Juul consumption shifted
marginally toward the tobacco and
heavily toward the menthol/mint fla-
vors that remained on shelves. Fruit-fla-
vor sales began to increase again to
15.8% ($60,594,000) by September 2019,
driven by sales of the NJOY brand.

Notably, e-cigarette sales in the Niel-
sen data peaked in August 2019 at $441
million per month (including hardware).
The authors say while it is too soon to
determine why sales slowed after that
peak, plausible explanations include
consumers’ reactions to media reports
detailing the outbreak of vaping-related
illnesses and announced government
actions including forthcoming bans on
the sales of all or some e-cigarettes by
the governors of several states and the
president of the United States.

“Companies’ attempts to self-impose
their own restrictions are unlikely to
improve public health. Juul's withdraw-
al of fruit-flavored products was quick-
ly offset by a combination of increased
fruit-flavored sales by Juul’s competitors
and increased sales of other flavors—
notably, mint/menthol—by Juul,” Liber
said in a statement. “Itis highly unlikely
thatoverall youth use declined given the
short-lived impact on sales trends for
Juul cartridges and the rapid recovery of
flavored cartridge sales within the very
retail channels that should have seen
the largest declines from Juul’s actions.”
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“Our study shows when exceptions
to regulatory policies are made, the
market will fill the void. The growth
of fruit-flavored sales experienced by
NJOY once Juul stopped selling man-
go-flavored e-cigarettes is a striking
indication of that happening. If govern-
ments exempt some e-cigarettes from
a flavor regulation and not others —for
example if governments exempt dis-
posable or “open system” e-cigarettes
from prohibitions on selling flavored
products—we might expect consumer
demand for flavored products to mi-
grate to those types of products.”

Chronic stress can
impact response to
radiation therapy

New preclinical research from a team
at Roswell Park Comprehensive Cancer
Center suggests a strategy for signifi-
cantly increasing both the local and dis-
tant, or “abscopal,” effects of radiation,
according to a study.

Results of the study, led by Elizabeth
Repasky of Roswell Park Comprehen-
sive Cancer Center, were published in
Nature Communications.

“Our work suggests that the benefits of
radiation therapy, both on the target
site and in tumors located elsewhere
in the body, are directly related to the
degree of stress an individual may be
experiencing,” Repasky, Cell Stress Pro-
gram co-leader and William Huebsch
Professor of Immunology at Roswell
Park, said in a statement.

“Inour laboratory studies, irradiated tu-
mors went away faster when stress was
reduced, and even distant tumors that
did not receive radiation also shrunk or
disappeared. Repasky said. “We have
demonstrated that even mild stress that
occurs over a longer period of time —
not just singular moments, but chronic

stress—can significantly influence the
efficacy of radiation therapy.”

“People often say, ‘Stress is a part of life.’
And while that’s true, because there is
frequently more stress that occurs in
cancer patients because of their cancer
diagnosis, we need to work to mitigate
those enduring, longer-term stressors,
because our work shows that it can in-
hibit the ongoing immune responses
to cancer and an individual’s response
to therapy,” first author Minhui Chen,,
a senior postdoctoral researcher in Re-
pasky’s lab, said in a statement.

The effects the team observed in their
preclinical study hinge upon the body’s
fight or flight response to stresses
through the network of nerves and organs
known as the adrenergic nervous system.

The team reports that when adrenergic
stress was lessened, triggering lower
levels of the neurotransmitters adren-
aline and norepinephrine, tumor control
in both irradiated and non-irradiated
sites improved. This enhancement of
the effects of radiation therapy also
occurred when signaling through the
[B2-adrenergic receptor was reduced,
suggesting that blockade of 32 adrener-
gicsignaling could be asafe and feasible
option for patients receiving radiation.
Based on earlier preclinical research, Re-
pasky and colleagues are investigating
in clinical studies whether the efficacy
of chemotherapy and immunotherapy
can be improved by giving patients beta
blockers, such propranolol — a com-
mon blood pressure medication.

“Researchers have suspected a relation-
ship between stress and cancer treat-
ment outcomes for some time, but many
questions remain,” co-author Anurag
Singh, director of radiation research and
professor of oncology in the Department
of Radiation Medicine at Roswell Park,
said in a statement. “This research has
uncovered a major molecular and im-
munological pathway that appears to
underlie the association between how
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much stress an individual is experienc-
ing and how they respond to cancer ther-
apy. Our results suggest that by blocking
the 2 adrenergic receptor, you may not
only make radiation and chemotherapy
work better, you give a boost to the im-
mune system—and may even be able to
reduce metastasis, or spread of a tumor
to a different part of the body.”

DRUGS & TARGETS

FDA approves
Koselugo for
neurofibromatosis

type1

FDA has approved Koselugo (selumetinib)
forthe treatment of pediatric patients, two
years and older, with neurofibromatosis
type 1, a genetic disorder of the nervous
system causing tumors to grow on nerves.

AstraZenecaand Merck sponsorthedrug.

Koselugo is the first drug approved by
FDA to treat this debilitating, progres-
sive and often disfiguring rare disease
that typically begins early in life.

“Everyone’s daily lives have been disrupt-
ed during the COVID-19 pandemic, and
in this critical time we want patients to
know that the FDA remains committed
to making patients with rare tumors and

life threatening diseases, and their unique
needs, a top priority. We continue to ex-
pedite product development for these
patients,” Richard Pazdur, director of the
FDA's Oncology Center of Excellence and
acting director of the Office of Oncologic
Diseases in the FDA's Center for Drug Eval-
uationand Research, said in a statement.

Koselugo is approved specifically for
patients who have symptomatic, inop-
erable plexiform neurofibromas, which
are tumors involving the nerve sheaths
(coating around nerve fibers) and can
grow anywhere in the body, including
the face, extremities, areas around the
spine and deep in the body where they
may affect organs. Koselugo is a kinase
inhibitor, meaning it functions by block-
ing a key enzyme, which results in help-
ing to stop the tumor cells from growing.

NF1 is a rare, progressive condition
caused by a mutation or flaw in a par-
ticular gene. NF1 is usually diagnosed in
early childhood and appears in an esti-
mated one out of every 3,000 infants. It
is characterized by changes in skin col-
oring, neurologic and skeletal impair-
ments and risk for development of be-
nign and malignant tumors throughout
life. Between 30% and 50% of patients
born with NF1 develop one or more PNs.

“We are committed to regulatory flexi-
bility and providing extensive guidance
toindustryin an effort to bring drugs for-
ward that fulfill unmet medical needs.
Koselugo represents this commitment,”
Pazdur said. “For the first time, pediat-
ric patients now have an FDA-approved
drug to treat plexiform neurofibroma, a
rare tumor associated with NF1.”

FDA approved Koselugo based on a clin-
ical trial conducted by NCI of pediatric
patients who had NF1 and inoperable
PN (defined as a PN that could not be
completely removed without risk for
substantial morbidity to the patient).

The efficacy results were from 50 of the
patients who received the recommend-
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ed dose and had routine evaluations of
changes in tumor size and tumor-relat-
ed morbidities during the trial. Patients
received Koselugo 25 mg/m2 orally
twice a day until disease progression
or until they experienced unacceptable
adverse reactions.

The clinical trial measured the over-
all response rate , defined as the per-
centage of patients with a complete
response and those who experienced
more than a 20% reduction in PN vol-
ume on MRI that was confirmed on a
subsequent MRI within 3-6 months.
The ORR was 66% and all patients had
a partial response, meaning that no pa-
tients had complete disappearance of
the tumor. Of these patients, 82% had
a response lasting 12 months or longer.

Other clinical outcomes for patients during
Koselugo treatment including changes in
PN-related disfigurement, symptoms and
functional impairments. Although the
sample sizes of patients assessed for each
PN-related morbidity (such as disfigure-
ment, pain, strength and mobility prob-
lems, airway compression, visual impair-
ment and bladder or bowel dysfunction)
were small, there appeared to be a trend
of improvementin PN-related symptoms
or functional deficits during treatment.

FDA granted this application Priority Re-
view and Breakthrough Therapy designa-
tion. Koselugo also received Orphan Drug
designation and Rare Pediatric Disease
Designation for the treatment of pediatric
NF1. The application isawarded a Rare Pe-
diatric Disease Priority Review Voucher.

FDA approves
mitomycin for low-
grade upper tract
urothelial cancer

FDA has approved mitomycin (Jelmyto)

foradult patients with low-grade upper
tract urothelial cancer.
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UroGen Pharma sponsors the drug.

“Although our nation’s emphasis is on
the need to combat COVID-19, patients
with cancer and their unique needs con-
tinue to be a top priority for the FDA,”
Richard Pazdur, director of the FDA's
Oncology Center of Excellence and act-
ing director of the Office of Oncologic
Diseases in the FDA’s Center for Drug
Evaluation and Research, said in a state-
ment. “We continue to expedite oncolo-
gy product development in this critical
time. Our staffis continuing to meet vir-
tually with drug developers, academic
investigators and patient advocates to
push forward the coordinated review of
drugs, biologics and devices for cancer.”

Efficacy determination was based on
OLYMPUS (NCT02793128), an ongoing,
single-arm, multicenter trial enrolling 71
patients with treatment-naive or recur-
rent low-grade non-invasive UTUC with
atleast one measurable papillary tumor
located above the ureteropelvic junc-
tion. Patients who had larger tumors
could have had prior tumor debulking.
Patients received weekly Jelmyto 4 mg
per mLinstillations via ureteral catheter
or nephrostomy tube for 6 weeks. For
patients with a complete response at
3 months, instillations were to be ad-
ministered monthly for a maximum of
11 additional instillations.

While the majority of urothelial cancers
occur in the bladder, UTUC corresponds
to a subset of urothelial cancers that
arise in the lining of the kidney or the
ureter. UTUC can block the ureter or kid-
ney, causing swelling, infections and im-
pairment of kidney function in some pa-
tients. UTUCs can develop as low-grade
or high-grade tumors. In general, low-
grade tumors are not invasive and very
rarely spread from the kidney or ureter.

However, they often recur and manage-
ment involves treating visible tumors
and trying to preserve the urinary tract,
as these tumors are more likely to re-
cur in the urinary system than they are
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to spread. Low-grade UTUC is rare, but
affects 6,000-8,000 new patients in the
United States every year.

“This is the first approval specifically for
patients with low-grade UTUC and pro-
vides an option for some patients who
may otherwise require a nephroureter-
ectomy,” said Pazdur. “Due to substan-
tial treatment challenges associated
with the complex anatomy of the upper
urinary tract, many patients need to be
treated with radical surgery — usually
complete removal of the affected kidney,
ureter and bladder cuff. Jelmyto gives
patients, for the first time, an alternative
treatment option for low-grade UTUC.”

The major efficacy outcome measures
were CR and CR durability. CR was de-
fined as complete absence of tumor le-
sions 3 months after Jelmyto initiation
and was assessed by urine cytology and
ureteroscopy. If warranted, a biopsy was
performed. Forty-one patients (58%)
achieved a CR three months following
treatment initiation and were contin-
ued in follow-up; 29 patients received at
least one dose of maintenance therapy.

Durability of response in those with CRs
was evaluated at 3, 6, 9 and 12 months,
following the CR determination.Seven
patients had documented recurrences
and nineteen patients remained in CR at
12-months following CR determination.
The median response duration had not
been reached (range: 0, 18.8+ months).

Ontruzant, biosimilar
of Herceptin,
introduced in the U.S.

Merck April 15 introduced Ontru-
zant(trastuzumab-dttb), a biosimilar
of the reference biologic medicine Her-
ceptin, to the U.S. Ontruzantisavailable
in both 150 mg single-dose vials and 420
mg multiple-dose vials.

Ontruzant will beintroduced in the U.S.
at a list price (wholesaler acquisition
cost) of approximately $1,325 for the 150
mg single-dose vial and $3,709 for the
420 mg multiple-dose vial (prices are
rounded), representing a 15% discount
to the current list price of Herceptin.

Wholesaler acquisition costs do not
include discounts to payers, provid-
ers, distributors and other purchasing
organizations.

Ontruzant is indicated for adjuvant
treatment of HER2 overexpressing
nod- positive or node-negative (ER/PR
negative or with one high risk feature)
breast cancer as part of a treatment
regimen consisting of doxorubicin, cy-
clophosphamide, and either paclitaxel
ordocetaxel; as part of a treatment reg-
imen with docetaxel and carboplatin; as
asingle agent following multi-modality
anthracycline based therapy.

Patients are selected for therapy based
on an FDA-approved companion diag-
nostic for a trastuzumab product.

Merck launched Ontruzant in the U.S.
as part of a development and commer-
cialization agreement with Samsung
Bioepis. Under the agreement between
the companies, Samsung Bioepis is re-
sponsible for preclinical and clinical
development, process development
and manufacturing, clinical trials and
regulatory registration. Merck will be
responsible for all commercialization
activities for products approved in its
partnered territories, including the U.S.

FDA approved OntruzantinJanuary 2019
based on the review of Samsung Bioepis’
comprehensive data package, which in-
cluded extensive structural and function-
al analytical data, nonclinical and clinical
pharmacokinetic data, and a compara-
tive clinical study demonstrating that
Ontruzant is highly similar to its refer-
ence product, Herceptin, in terms of the
safety, purity and potency of the product.
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