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Director, Feist-Weiller Cancer Center
LSU Health Shreveport

SHREVEPORT

The LSU Health Sciences Center in Shreveport, LA is seeking a Director for the Feist-Weiller
Cancer Center. The new Director will provide leadership to the Cancer Center with the
development and implementation of a dynamic agenda for future growth and expansion, while
also developing key relationships with the Chancellor, Vice Chancellors, Deans and other
institutional Center Directors and Department Chairs.

The Feist-Weiller Cancer Center has diverse clinical settings including the Ochsner LSU Health
Shreveport Academic Medical Center, a neighboring Shriners’ Hospital for Children, one of eight
St. Jude Children’s Research Hospital affiliate clinics, and the Overton Brooks VA Medical
Center. The Ochsner LSU Health Shreveport Academic Medical Center serves as a regional
Level 1 trauma center for North Louisiana, East Texas and South Arkansas.

The position will report to the Vice Chancellor of Research of LSU Health Shreveport. The
Feist-Weiller Cancer Center is a designated Louisiana Board of Regents Center for Excellence
in Cancer Research, Treatment and Education. This cooperative community/academic
partnership at Feist-Weiller Cancer Center serves area physicians, cancer patients and the
general public as a resource in the fight against cancer.

The successful candidate must have proven experience as a leader who can inspire faculty and
staff to work together to develop future leaders in Cancer Research. It is also important that the
candidate have strong management skills with an ability to grow revenues and meet budgets,
excellent communication skills, experience and interactions with NCI, and the ability to work
collaboratively with a broad range of constituents both internally and externally.

Candidates must meet the following qualifications: MD degree from an LCME accredited
medical school with at least 15 years experience in clinical services and administering residency
and medical student educational programs. The successful candidate must be able to obtain a
valid Louisiana license and be board certified. The candidate should possess a national
reputation built upon a distinguished record of achievement in research, teaching and clinical
care with national stature.

The search is being led by Dr. Chris Kevil, Vice Chancellor for Research at LSU Health
Shreveport. Interested candidates may submit curriculum vitae and/or contact the staff
supporting this recruitment to cwinne@lsuhsc.edu.

LSUHSC-S is an Affirmative Action/Equal Employment Opportunity Employer.
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Breaklhrough

A Global Summit for Oncology Innovators

October 11-13, 2019 | Centara Grand at CentralWorld |
Bangkok, Thailand | #ASCOBT19

Be part of the first-ever global summit focused on emerging
technology and science revolutionizing oncology care.

The future of cancer care depends on your work. Abstracts are being
on solving clinical issues in cancer care across malignancies using innovatio
intelligence, telehealth, wearables, novel therapeutics, and more.

What can YOU add to that list?

Attend Breakthrough to

* Gain new insight, ideas, and inspiration for your research

* Access applied solutions and new technology

« Experience peer-to-peer collaboration in the practice of oncology
 Interact with thought leaders transforming cancer care .
Connect with engineers changing the future of oncology through technology

Abstract Submission Deadline: June 18, 2019 at 11:59 PM EDT
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NCAB ASKS FOR HELP
FROM ADMINISTRATION AS
NCI DEALS WITH DELUGE
OF GRANT APPLICATIONS

By Paul Goldberg

he answer here is all the more elu-

sive, because the volume of applica-
tions at other institutes is either staying
in place or has increased slightly.

Why are scientists rushing to seek
grants from the cancer institute? Is this
the outcome of excitement over rapid
advancement in cancer science? Or is it
something bureaucratic? Is it possible
that the algorithm embedded in the
NIH portal assigns a disproportionate
number of grant applications to NCI?

At a joint meeting of the National Can-
cer Advisory Board and the Board of Sci-
entific Advisors June 10, the institute’s
advisory panels and NCI Acting Direc-
tor Douglas R. Lowy focused on what
amounts to the ballooning obligations
that this run on NCI has produced.

NCl and its advisors are stumped by a deep medical mystery:
Why has the number of grant applications received by the
institute grown by nearly 50% since 2013?

“First, NCI, since 2013, has had an in-
crease of just over 50% in the number
of applications, and it’s about 10 times
higher than that of the other institutes
and centers at NIH,” Lowy said at the
meeting. “During that period, we have
had a 20% increase in the budget.”

As grant applications pour in, NCl can
do one of three things:

1. With the number of applications
rising, the institute can sitand
watch as success rates take a nose-
dive. This would be tantamount to
standing by as the odds of getting
funding drop precipitously from
their current level of 8%.

2. Forawhile, here and there, it’s
possible to trim the sizes of NCI
grants, but wouldn’t low payoff
drive scientists away from cancer?

Even today, NCI’s grants pay less
than grants from other institutes,
and are reduced by 19% in an effort
to hoist up the payline.

3. It’s possible to encourage can-
cer scientists to apply for grants
from other NIH institutes, but
doesn’t this amount to risking
pushing them out the door and
into other fields where funding is
more plentiful?

“Let me emphasize that the kind of
money that we're talking about here is
not enough to find $25 million, or even
to find $50 million, because that’s a
one-time deal,” Lowy said to NCAB and
BSA. “Whatever program you don'’t like,
we could decrease it by that amount,
but what happens the following year?
What'’s happening is that we have seen
that we need to be atapproximately $75
million a year of new money. In other



words, it’s $75 million this year, and $150
million next year, and $225 million the
following year, etc.”

At the meeting, members of NCAB said
they were writing a letter to the admin-
istration officials, and several board
members acknowledged that drafts of
the letter were being circulated. Several
members of NCAB and BSA expressed
interest in the criteria that the NIH Cen-
ter for Scientific Review, the portal of
entry for all NIH grants, uses to assign
applications to NCl and other institutes.

That mechanism, which isn’t publicly
known, is likely to be subjected to scru-
tiny, sources said.

Earlier this year, then NCI Director Ned
Sharpless found himself explaining the
institute’s sudden (and counterintuitive)
need to take austerity measures at a
time of Congressional generosity (The
Cancer Letter, Jan. 25, Feb. 15).

At the June 10 meeting, one NCAB
member, Deborah Watkins Bruner, the
Robert W. Woodruff Chair of Nursing
at the Nell Hodgson Woodruff School
of Nursing and associate director for
outcomes research at the Emory Uni-
versity Winship Cancer Institute, said
NIH should allow its funds to follow the
most promising science, which happens
to bein cancer.

“Ifyou're a university and you had, say, a
law school, which is losing applications
and not doing so well, and a school of
medicine doing great, and youstill give
a law school history plus 2% and the
school medicine gets maybe the same
and a little bit more, if they’re lucky—
that’s a very old-fashioned way of look-
ing at budgets, instead of looking at the
enterprise,” Bruner said at the meeting.

“In addition, those budgets still contain
things where at the end of the year, you
might have a little bit money, even in
say, the law school who isn’t doing so
well, sowhatyoudo is, end of year bud-
gets, everybody useitor loseit. Instead
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of taking that money and puttingitinto
strategic initiatives in the institute that
really is doing wonderful, out-of-the-
box, shooting-applications-into-the-sky
areas,” Bruner said.

“There’s no enterprise way of redistrib-
uting resources, given the current fund-
ing model,” Bruner said. “Again, we're
not the NIH advisory board, we're the
NCl advisory board, and what I'm saying
would benefitthe NCI, so | take that bias
under consideration, but as a citizen, |
would want my NIH to take an enter-
prise-wide view of resources.”

It’s unlikely that NIH would rejoice over
an opportunity to direct more money to
NCI. Butitis possible that Congressional
appropriators and authorizing commit-
tees would focus attention on this prob-
lem, especially after a letter from NCAB
members becomes public, Capitol Hill
sources said.

“Republican Leader Greg Walden’s over-
sight staff is aware of this issue and
monitoring,” a spokesman for the mi-
nority side of the House Committee on
Energy and Commerce said to The Can-
cer Letter. Walden (R-OR) is the ranking
member of the committee. The staff
on the Republican side has a deep un-
derstanding of NIH and usually works
with the Democratic side on oversight
of biomedical research.

Lowy’s slides and his comments at the
June 10 meeting, which present an ex-
haustive overview of the institute’s fis-
cal problems, appear here.

The NCAB letter is being drafted right
now, sources confirmed, and it will be
sent out by The Cancer Letter as a spe-
cial report as soon as we obtain a copy.

“The current Ro1 payline of 8%, coupled
with cuts of 19% to new grants and 3%
in non-competing renewals of all cur-
rently funded grants, is incredibly de-
moralizing for the cancer research com-
munity. Together with my colleagues on
the NCAB subcommittee on Planning

and Budget, | felt that it was import-
ant to get more clarity on this issue and
how it might be alleviated,” said Charles
Sawyers, chair of the NCAB Subcommit-
tee on Planning and Budget, chair of the
Human Oncology and Pathogenesis
Program at Memorial Sloan Kettering
Cancer Center, and professor of med-
icine at Weill Cornell Medical College.

“We therefore set this topic as the pri-
mary agenda item at our subcommit-
tee meeting on Sunday, just prior to
Monday’s joint NCAB/BSA meeting,”
Sawyers said to The Cancer Letter. “We
learned that has been a 46% increase
in the number of investigator-initiated
research project grant (RPGs) applica-
tions to NCl over the past 5 years. Fur-
thermore, this increase is unique to the
NCI compared to other NIH institutes,
where applications have changed min-
imally over the same period. The result
is huge disparity in the chances of ob-
taining funding.

“After hearing all of this, and the rea-
sons for the increased number of appli-
cations, | had a number of discussions
with other NCAB members as well as
members of the BSA who also attend-
ed the meeting. | can say there is unan-
imous concern that this issue needs to
be addressed—and quickly. Otherwise
we risk losing talented new and estab-
lished investigators who are coming into
the cancer research field precisely be-
cause we are in such an explosive phase
of productive discovery. A payline of 8%
sends exactly the wrong message to this
new crop of talent.

“l am working actively with my NCAB
colleagues on ways to call attention
to the issue and look forward to shar-
ing those thoughts with you in the
coming weeks.

“One topic that needs greater clarity is
how NIH Center for Scientific Review
(CSR), the portal of entry for all NIH
grants, assigns applications to NCl ver-
sus other institutes. It is unclear to sub-
committee members how this works
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Strong support for RPGs - FY 2013-19

* Increases to the RPG pool

several fiscal years starting

with 2014

- Established 7-year awards for
Outstanding Investigators

* R21 (2-year grants) awards

have decreased

- Extended many ESI awards

from 5 to 7 years with the R37

& preserved higher payline for

ESls
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and whether it could be tweaked to al-
low distribution of some cancer-related
grants to other relevant institutes.”

Lowy: The success rate
for NIH has gone up;
the success rate for NCI
has gone down, and
it’s getting worse

In his first advisory committee meeting
after returning to the job of NCl acting
director, Douglas R. Lowy asked the in-
stitute’s advisors to focus on the rapid-
ly growing number of applications for
NCI grants.

Lowy’s slides and his comments at the
June 10 meeting, which present an ex-
haustive overview of the institute’s fis-
cal problems, contrast these problems
with those of other institutes.

Meanwhile, a group of NCAB members
is drafting a letter to administration

officials, seeking assistance for the in-
stitute as it decides between (a) allow-
ing the paylines to drop further, or (b)
continuing to cut the amounts of grants.

Lowy’s comments at the joint meet-
ing of NCAB and BSA appear below:

The firstslide is really to tell you about
areas where we have been giving
more emphasis and support for the
RPGs between 2013 and 2019, and
then just a high-level view of what
some of the consequences have been.

« First, we've increased the
RPG pool for several fiscal
years, starting with 2014.

« Second, we established sev-
en-year awards for outstanding
investigators. That was in 2015.

« Andthird, last year, we extended
many early-stage investigator
awards from five to seven years,

* RO1 applications have
increased by almost 50%

» Paylines and success rates

\

using the R37 mechanism and
preserved a higher pay line for
early-stage investigators.

But there also has been an overall de-
crease in the number of R21 awards.
And the reason that thatis important
is that it has to do with the turnover,
or the average length of time, of an
NCI award. Most of our awards are
for five years, but the R21s—most of
them—are for two years, and some
are for three. The decrease means
that we've taken that up by having
more longer-term awards.

So, this increases the average dura-
tion of a typical award.

Ordinarily, the money that we get
for the new and competing awards
comes from money that has been
turned over as a result of the last
year of the awards, so the longer the
duration is of the award period, the
less money will be turning over each
year. (Figure 3)
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Dramatic Increase in R01 Applications 2013 - 2018
Competing RO1 Applications, NCI vs All Other ICs
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And so, what we have found is that
we have needed each year to add a
substantial amount of funding to the
RPG pool, so that we can both main-
tain the level of new and competing
awards, as well as trying to stay at
100% of the commitment for the out-
year cost of the award, so-called Type
5awards, the noncompeting out-year
awards. (Figure 4)

RO1 applications have increased by
almost 50%, and this has led to de-
creases in paylines and success rates.
I'm going to go over some of this in the
next few slides.

First, NCl, since 2013, has had an in-
crease of just over 50% in the number
of applications, and it's about 10 times
higher than that of the other institutes
and centers at NIH. During that peri-
od, we have had a 20% increase in
the budget.

NCI
up 45.9%

All Other NIH ICs
up 4.9%

2014

2015 2016

I'm focused on the

appropriation.

regular

We, of course, have also benefited
from the Moonshot, and a tremen-
dous amount of research has been
done through the Moonshot. But
the Moonshot has a finite lifespan,
and when it ends, in the last year
of funding in 2023, it basically goes
down to zero, and for long-term
considerations, it really makes sense
to focus primarily on the regular
appropriation.

The RPG budget has more or less
stayed steady with the increase in the
budget, and | want to point out that
we also have been doing a lot of oth-
er things with the budget outside the
RPG pool. For example, the increases
to the support grants for the cancer
centers, and increase to funding for
the cooperative groups.

2017 2018

This slide, actually—I talked with Tim Ley
[NCAB member, a member of the NCAB
Subcommittee on Planning and Budget,
and professor of medicine and genetics
at the Division of Oncology, Department
of Medicine, Washington University
School of Medicine in St. Louis] just a few
days ago, and he asked, “What might be
the story if you look at NCI, compared to
other institutes?”

| don’t expect you to be able to read the
slide, althoughitis available in the hand-
outs (Figure 5). | just want to give you a
few highlights.

First, let’s look at NIH in general.

Five years ago, versus the most recent,
2018. The success rate of five years ago
was 16.8%, and in 18, it was 20.2%. So,
an increase of just under 3.5% for NIH
in general.

What has happened, on the other hand,
for NCI, seen here in yellow, is we went
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Competing R01 applications vs. budgets for
NCI & RPGs: Percent change since FY 2013
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Success rates from 2013 to 2018 have increased for NIH overall but decreased for NCI

2013 NIH Success Rates by Institute/Center 2018 NIH Success Rates by Institute/Center

Source: https://report.nih.gov/success

/Center Awards| Success Rates| /Center Appli Awards| Success Rates|

NEI 1,128 267 23.70%) NCATS 66 23 34.80%)
NIDCD 721 162 22.50%) NIGMS 3,835 1,118 29.20%
NIDDK 2,760 579) 21.00%) NIA 3,240 937 28.90%
NHGRI 341 70 20.50% NHGRI 268 75 28.00%
0D ORIP-SEPA 55 11 20.00%) NIDCD 840) 228 27.10%)
NIDCR 718 143] 19.90%) NEI 1,159 310 26.70%
NIGMS 4,158 826| 19.90% NIAAA 948 253 26.70%)
NINDS 3,551 702 19.80%) NHLB! 3,960 992 25.10%
NIAAA 853 166 19.50% NIAID 6,207, 1,420 22.90%
NIDA 1,874 365 19.50% NIDCR 906| 201 22.20%
NIAID 5,367| 1,008 18.80%) NIMH 2,714 602 22.20%
NIMH 2,736 512) 18.70% NINDS 4,478 975 21.80%)
NHLBI 4,331 734 16.90%) NIDDK 3,195 689 21.60%
Fy13 TOTALS 49,581 8,310 16.80% NCCIH 306 62 20.30%)
NIAMS 1,635 260 15.90%) FY18 TOTALS 54,834 11,071 20.20%
INIEHS 1,028 157] 15.30%) FC 210 41 19.50%
Fic 137] 20 14.60% NIDA 2,108 391 18.50%)
NCI 7,975 1,095 13.70%) NICHD 3,033 557] 18.40%)
NiBIB 1,329 182) 13.70% OD ORIP_SEPA 73 13 17.80%)
NIA 2,674 365 13.60%) NLM 2 186 33 17.70%)
NLM 106] 13 12.30%) NIEHS 1,118 191 17.10%)
NCCAM 405 47 11.60%) NIBIB 1,523 256 16.80%)
INICHD 3,269 354 10.80% NIAMS 1,589 266 16.70%)
0D COMMON FUND 1,434 132) 9.20% NCI 10,282 1,162 11.30%)
NINR 581 53 9.10%) 0D COMMON FUND 1,243 135 10.90%)
NIMHD 280 12 4.30%) NIMHD 656 70 10.70%
NINR 691 7 10.30%)

rates/Success ByIC.cfm
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NCI Budget — FY 2018

m) NATIONAL CANCER INSTITUTE

from 13.7% down to 11.3%. This is for
all of the awards; it’s not just Ro1s—
it’s all of the awards in each institute.

Our Ro1success rates, as you probably
know or will see, are a little bit higher
than that. I think, it’s really telling also
when you look at the institute that
was just above ours, here, it’s NIAMS.

They’re at 16.7%, whereas we're
at 11.3%—an enormous disparity,
whereas five years ago, we were at
13.7%, and the next highest was less
than a percent difference, the Fogarty
International Center. (Figure 6)

| think you can appreciate that while
the success rate of NIH in gener-
al has gone up with the increase in
the budget, the success rate for NCI
has gone down.

A little over 40% of the NCI bud-
get goes into the RPC pool, and this
shows you in this pie chart on the

" rRPGs
/ I Centers and SPOREs

B R&D Contracts

Intramural
I NRSA/Training/Career Dev
I Buildings and Facilities

] Research Management and
Support

allocation for other parts of the NCI
budget. The majority of the RPG pool
actually for Ro1s, [which constitute] a
little bit more than half, but there are
many other mechanisms included in
the RPG pool.

One question that people often ask
is: “Are we getting into this prob-
lem, because our awards sizes are so
much higher than that of the other
institutes? And the answer is, “No,
we’re not.”

In reality, our award sizes are low-
er, with the exception of 2015, than
that of the other institutes, so this is
looking at RO1.

The next two slides show you what the
trends have been between 2013 and
2019 for the RPG awards by mech-
anism. This slide has the number of
awards. The next slide will have the
dollar amounts devoted to each of
those categories of awards, and |

. Other

would like to highlight three aspects.
(Figures 7, 8)

First, | hope you can appreciate Ro1
dominates all the other individual
components, and we went from a little
under 600 awards to a little under 700
awards between 2013 and 2018.

The R31 awards have been bouncing
around with a high of about 300 and
a low of 100, in large part because we
have a three-year trial of participating
for the first time in the NIH omnibus
R21. And it was felt that the increase
in the number of applications and the
quality of awards did not merit con-
tinuing to stay as part of the omnibus,
and so going away from the omnibus
led to a substantial increase in the
number of awards with R21s. They're
shown here in the orange.

And then in the purple is shown the
outstanding investigator awards,
so-called R3s, and it’s not that it’s
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RPG Funds - FY 2018
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2013-2019 trends in of RPG awards by mechanism
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R0O1 & R21 awards have had the largest changes

such a large number of awards, but
it’s a new award. We were starting
from zero, and | just want to point
out that—although the people who
were in the R35s, all of them had Ro1
awards—we’ve continued to increase
the number of Ro1 awards, while we
also have had the outstanding inves-
tigator awards.

This slide shows you the trends in dol-
lar amounts (Figure 8). The rate of rise
for the Ro1s is faster than the rate of
rise for the number of applications.
That’s because we have increased the
average dollar amount per Ro1. It’s
justthat we haven't done it faster than
that of other institutes, or at a higher
rate than that of other institutes, and
you can also appreciate here, in the
orange, that the actual dollaramount
for the R21s is relatively small, and the
reason for that is, as | mentioned, the
vast majority of the R21 awards are for
two years, and here we're looking atan
aggregate, so the number of awards

for Ro1s who are being multiplied
then by five for some, then even by
seven for others. So, this is a relatively
small number. And here again in the
purple are shown outstanding inves-
tigator awards.

This is taken directly from the online
funding patterns that we published a
few months ago for FY18, and some
are earlieryears. ’'m showing it to you
primarily for you to be aware that this
information about the budget is avail-
able at the NCI website. But also, to
show you that the unsolicited Ro1s in
2014 were at 15% success rate and it’s
gone down to12% success rate in 2018
and then the RFAs and the Ro1s went
from 13% to 14%, so they have held a
little bit more steady. (Figure 9)

There also is a great deal of informa-
tion in the NCI Budget Fact Book, and
you can consult that, again, available
online, if you want more information
and more detail.

This slide is to try to show you some
of the actual dollar amounts and the
actual number of awards. So, the R21s,
as we've seen, have kind of bounced
around, and these are the R21s, it’s the
total unsolicited plus the RFA-associ-
ated R21s. (Figure 10)

And then, this is for the Ro1s, and as
| mentioned, within FY2013, [when]
we were under 600, and now we are a
little bit under 700, as of FY18. These
arethe R35 awards, and we started out
in the first year with the outstanding
investigator awards a little bit over 40,
and last year, it was 20.

We think that it makes sense to com-
bine these two numbers, and that’s
basically what you see here for total
Ro1s and R3ss, but basically again,
under 600 here and under 700 here.

What'’s happened to the competing
RPG pool (that’s the new and compet-
ing renewals)? In FY13, the amount that
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2013-2019 trends in dollars for RPG awards by mechanism
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RO1 & R21 awards have had the largest changes. 1

was put in was about $400 million.
That amount has been fairly steady
for a number of years, but starting
in FY14, we increased the amount to
$450 million, and we then increased
to about $500 million for each of the
subsequent years.

The reason we wanted to try to pro-
vide as many awards as seemed fiscal-
ly responsible during this period, but
as a result of increasing the amount
of the awards, so here you're basically
increasing by $100 million, you need to
add that additional $100 million, if you
will, each time in the out-years.

And so, it’s actually turned out that
we have been adding about $75 mil-
lion per year to the total RPG pool,
so between 2013 and 2018, it’s gone
up a little bit less than $300 million.
The plan for this year is to add about
another $100 million to the total RPG
pool, soitwill be a total of about $400

million that has been added during
this period.

So, what about the needs for the next
couple of years? We're still essentially
recalibrating, and as we have more
seven-year awards, that the amount
of money that turns over in the year
six and seven will actually go down,
compared to what you would see if
the awards had continued just for five
years. (Figure 11)

This essentially envisions staying at
$515 million for the new and compet-
ing awards, and this shows you what
we estimate the total RPG pool will be
at the end of this fiscal year, so $2.235
billion for the RPG pool, but we esti-
mate that if we're going to keep with
the 100% commitment to the con-
tinuing grants, then we would need to
add about $100 million next year for
that, and that for FY21, we would need
to add about another $55 million, and

so the total would be about $165 mil-
lion over this two-year period.

If we did for FY20 and FY21 what was
done for this fiscal year, which was to
commit at 97%, that is, take off 3%,
and essentially putitinto the new and
competing awards, then we would
only need to have a total of a little
over $100 million, instead of the $165
million. (Figure 13, 14)

What if we essentially didn’t getanin-
crease in the budget and we needed
to basically do everything from within
the RPG pool?

And so, if we only added $18 million
over this two year period, we estimate
that there would need to be an 8%
reduction in the commitment for the
continuing grants if this were going
to be the scenario, and, clearly, this
would not be a tenable situation.
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Funding Patterns for Competing Research Project Grants -
FY14-18

2R37s included in Other RPGs

FY2015 FY2016 FY2017 FY2018
Success Requested Success Requested Success Requested | Fundgll
Rate Rate Rate

FY2014

R01/R37 - Unsolicited * 3,849 57¢ 4,550 623 14% 4,785 650 14% 5,263 650 12% 5,864
RO1 RFAs 391 51 102 12 12% 240 45 19% 309 44 14% 249
Total RO1/R37 4,240 629 V 4,652 635 14% 5,025 695 14% 5,572 694 12% 6,113
R21 - Unsolicited 2,539 302 12% 2,864 325 11% 3,100 260 8% 1,513 109 7% 2,100 187 9%
R21 RFAs 397 53 13% 250 38 15% 283 35 12% 388 44 11% 310 26 8%
Total R21 2,936 355 12% 3,114 363 12% 3,383 295 9% 1,901 153 8% 2,410 213 9%
R35 = = 224 43 19% 175 35  20% 141 29 21% 104 20 19%
RO3 - Unsolicited 627 93 15% 582 67 12% 484 48  10% 714 20 13% 564 60 11%
Other RFAs’ 226 35 15% 297 34 11% 285 62  22% 443 57 13% 338 54 16%
Other RPGs® 510 95 19% 656 94 14% 889 95 11% 933 116 12% 788 104 13%
Total Competing RPGs: 8,539 1,207 14% 9,525 1,236 13% 10,241 1,230 12% 9,704 1,139 12% 10,317 1,162 11%
*Funded RO1s include competing revisions. In FY2018 64 R01s were converted to R37s. Avai Iable On I i ne :

*Other RFAs include UM1, R33, R03, R38, P01, U01, UH2 and UG3

https://gsspubssl.nci.nih.gov/blog/articles?
funding patterns/2018 ®

*Other RPGs include 512, DP2, P01, R15, R50, R56, R00, U1, U19, UH2, UH3, R33, UM1 and UG3.

m NATIONAL CANCER INSTITUTE

Want more data? NCI Budget Fact Book

cancer.gov > search: Fact book

m) NATIONAL CANCER INSTITUTE

DGR o bk Oy * Funding Allocated to Major NCI
- e - Program Areas
NCI Budget Fact Book * Extramural Funding

BUDCET &
APPROPRIATIONS

Displays the dollar amount and
percent of NCI budget for grants
and contracts.
* Obligations by Budget Mechanism
and NCI Division
* NIH Management Fund, Service
and Supply Fund, and GSA Rent
* Special Sources of Funds
* Funding for Research Areas

Fiscal Year 2018 Highlights

Buedget At A Glance: Fiscal Year 2018
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Number of R01/R35 awards & RPG pool size
(millions of dollars) — FY 13-18

FY13 FY14 FY15 FY16 FY17 FY18
R21s 271 355 363 295 153 213
RO1s 582 578 623 650 650 673
R35s - - 43 35 29 20
Total (RO1s + 582 578 666 685 689 693
R35s)
Competing RPG $404 $450 $508 $513 $514* $512
pool
Total RPG pool $1854 $1858 $1927 $1967 $2045* $2137

*FY17 Includes $34 million of first-year costs from
[ID) NATIONAL cANCER INSTITUTE Cancer Moonshot fully funded awards.

Projected RPG pool size needed for commitments to continuing
grants: 3 scenarios

FY18 | FY19 est. FY 20 FY 21 | Commitment [ Add'’l funds
to continuing needed
est. est. grants
Total competing $512 $515 $515 $515
pool 100% $165M
Total RPG pool $2137 $2235 $2341 $2397
Total competing $512 $515 $515 $515
pool 97% $108M
Total RPG pool | $2137 $2235 $2288 $2343
Total competing $512 $515 $515 $515
pool 92% @ $18M
Total RPG pool | $2137 $2235 $2201 $2253

M) naTIONAL CANCER INSTITUTE
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Going Forward: Sustaining Support for RPGs
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I’'m not providing this to say here’s
what we're planning on doing. Quite
the opposite, just to show you what
the consequences would be if we
needed to take everything from the
existing RPG pool at the end of fis-
cal year 2019.

This slide kind of summarizes where
we are. The applications have gone
up. Our estimate is that the applica-
tions have not gone up as rapidly in
2019 as they did in 2017 and 2018, but
remember, we're still in the middle of
the fiscal year.

What happened in 2017 was that there
were 500 applications more in 2017
than there were in 2016, and then in
2018, there were 600 more applica-
tions than there were in 2017, and we
needed to essentially prepare for the
possibility that there would be yet an
additional increase of six of 700 appli-
cations. As | say, that hasn't happened.
(Figure 15)

NCI RO
Applications _+*°

2015 2016 2017

We think that the increase in the ap-
plications is because there’s so much
excitementabout the opportunities in
cancer research.

The number of applications per ap-
plicant has only gone up marginal-
ly during this period. It was 1.4 and
it’s gone up to 1.55. Needless to say,
the dotted lines are an estimate of
projection.

If we look here at the budget, the
House markup continues gives us an-
other 5% increase to the budget, sub-
stantially higher than the president’s
budget proposal, and we need to stay
tuned to see what will happen.

We are committed to do what we can
to both raise the payline in the next
fiscal year, but it remains to be seen
how hard or easy it will be to do that,
and that will depend in no small part
on what the budget situation is and
the budget outlook is for 2020.

2018

‘---‘-I‘

House mark-up

- ' LA
,'.l

‘e
‘e
.

President’s ’
budget proposal

2019 2020

Thankyou very much, look forward to
your comments and questions.

Charles Sawyers [an NCAB member,
chair of the NCAB Subcommittee on
Planning and Budget, chair of the
Human Oncology and Pathogenesis
Program at Memorial Sloan Kettering
Cancer Center, and professor of medi-
cine at Weill Cornell Medical College]: |
wanted to make a framing comment,
not a question directly to Doug.

So, it turns out I'm the chair of the
planning and budget subcommittee
for the NCAB. | and my colleagues
on that subcommittee convened the
meeting last night that Doug referred
to. We had an extremely productive
discussion, really grateful to Doug and
his team for a thorough discussion of
data, for options, etc. and on today’s
agenda, I'm listed actually at the very
end of the agenda to give a report
back on that.



| want to keep it that way, but maybe
we need a little more time, at least in
the way we discuss that, but | want to
just to tell everyone in the room: we
take this extremely seriously. We had
a productive conversation. As a sub-
committee, we're going to propose to
the NCAB an action item, which would
include, potentially, a letter to the NIH
director, etc.

| want to hopefully during the lunch
break etc. to have other people give
me their feedback on this idea and
we will probably circulate a draft
of this prior to the end of the day’s
report back.

Elizabeth M. Jaffee [NCAB chair,
deputy director of the Sidney Kim-
mel Comprehensive Cancer Center,
the Dana and Albert “Cubby” Broccoli
Professor of Oncology, and co-direc-
tor of the Skip Viragh Center for Pan-
creas Cancer at Johns Hopkins Uni-
versity]: So, Doug, that was a great
presentation.

So, we're also hearing, besides what
was discussed last night, we're also
hearing obviously about the risk of
not seeing an adequate increase, and
frankly $2 billion doesn’t mean ade-
quate either, we've been getting $3
billion lately. And it’s not reporting
the RPG pool.

This information is wonderful; how do
we communicate that to Congress, so
that they understand what the real
issues are with real numbers?

Lowy: To me, in terms of what | feel
comfortable saying here, is that it is
a reflection of the extraordinary op-
portunities that we have in cancer re-
search, and we can point to mortality
rates, for example, continuing to go
down in cancer, in contrast to almost
all other areas, in terms of leading
causes of death.
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The extraordinary advances in terms
of specific diseases where mortali-
ty rates have been going down. And
that this is really a result of first, basic
research, then translational research,
then clinical research—and that the
pharmaceutical industry as [former
NCI Director] Ned [Sharpless] point-
ed out, has more and more become
oriented towards developing drugs
for cancer treatment, and again, it’s
a reflection of the research that has
happened, but in addition, the oppor-
tunities of identifying more targets,
trying to understand better, for ex-
ample, drug combinations for cancer
treatment, etc.

| think you want lead with the great
opportunities, and as a result, | think
that there are a lot of people trying
to come into cancer research, and
we simply can’t keep up with the de-
mand, and what that means is that
while historically we of course run out
of money long before we run out of
good ideas to test, now we run out of
the money even faster, and there are
even more good ideas to test.

Electra D. Paskett [NCAB member
and the Marion N. Rowley Professor
of Cancer Research, director of the
Division of Cancer Prevention and
Control at The Ohio State University]:
Thank you, Doug, | really appreciate
that, and it really helps to have this
complete vision of the funding.

| would agree with you, there are
tremendous opportunities, and the
NCI staff is just wonderful at work-
ing with us out in the field in terms of
facilitating opportunities and work-
ing with us.

So, | would like to also add to the...
I'll call it the perfect storm, a couple
of things that are happening in aca-
demiathat I think have contributed to
thatincrease that you're seeing.
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The first is that in cancer centers, we
have an increasing mandate that NCI
funding is the gold standard, and so
cancer centers and those who are
investigators at cancer centers have
an increased pressure to get fund-
ing from NCI.

Thesecond is, and it’s been happening
fora few years—

Lowy: Can ljust respond and then you
can go to the second [question] Kar-
en Knudsen [BSA member, the Hilary
Koprowski Endowed Professor, chair
of the Department of Cancer Biology,
and director of Sidney Kimmel Cancer
Center at Thomas Jefferson Universi-
ty] in a previous meeting brought up
the same issue, and we discussed this
with Henry Ciolino [director of the NCI
Office of Cancer Centers], and we're
going to try to clarify that the research
does not need to be at NCI. Cancer-re-
lated, yes, but it doesn’t need to be at
NCI. Second question.

Paskett: Second point about aca-
demia is that many of us are seeing
our institutions take away a lot of the
hard money guarantee forsalaries. So,
in some institutions used to be 100%
or 80%, that’s dropping back to 50, 30
and 20%, so there is more of an impe-
tus for faculty to support themselves
through grants, and that has really
been changing over time.

And in addition, once you get or in or-
der to get promotion, oryouare an as-
sociate professor or higher, there is an
expectation thatyou have two Ro1s, so
there is really a lot more pressure in
academia to have these grants.

And so, | think that’s what also is con-
tributing to this, on top of the wonder-
ful opportunities, and so, when you
showed all of those institutes, have
you also talked about perhaps when
some grants come in that might be
able to be co-funded with other insti-
tutes that you look at that, and I think
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Let me emphasize that
the kind of money that
we're talking about
here is not enough

to find $25 million,

or even to find $50
million, because that’s
a one-time deal.
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— Douglas R. Lowy
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that would be very attractive if you
move forward to opening it to any
NIH funding versus NCI.

Lowy: Yes, this is, again, something
that was discussed last night and
has been discussed previously. The
perception is maybe not quite as en-
thusiastic as you speculate, but cer-
tainly worth the discussion, which is
appreciated.

One number that you may not be
aware of is that the average number of
awards that NCI grantees have from
NCl is 1.3; okay? And that number has
not changed dramatically. That in no
way changes the pressure, but | just
thought | would mention that. In oth-
erwords, the majority of our grantees
of NCI grantees have just one award.

Kevin M. Shannon [BSA member, the
American Cancer Society Research
Professor, Auerback Distinguished
Professor of Molecular Oncology, and
professor at the Department of Pedi-
atrics, School of Medicine University
of California, San Francisco]: Doug, |
have a very simple question, and then
also a quick comment.

The question is: this is a really nice
presentation by the way, a lot of
great data here, 41% of the NCI bud-
get going to the RPGs. How does that
compare to the other institutes? Are
we spending less relative part of our
budget or are we spending about the
same or more?

Lowy: Kevin, we spend a bit less be-
cause we have many other mecha-
nisms that they don’t have. For ex-
ample, the cancer centers, so there’s
nothing comparable to the cancer
center support grants. If you want to
argue that the CTSAs are analogous,
the answer is but the CTSAs are ac-
tually supported by NCATS, not by
the individual institutes. The coop-
erate groups are; | don’t think there’s
anything comparable within the

other ICs, just to give you two clear-
cut examples.

So, one of those of those alliances are
beingin any discussion about decreas-
ing for example, the number of RND
contracts to try to build up the RPG
pool over time.

We are continually looking to try to
maximize the opportunities to fund
the best research that we can in
terms of contracts versus grants etc.
Some of the contracts are highly mer-
itorious, etc.

But we continue to scrutinize it. Let
me emphasize that the kind of mon-
ey that we're talking about here is not
enough to find $25 million, or even
to find $50 million, because that’s a
one-time deal.

Whatever program you don’t like,
we could decrease it by that amount,
but what happens the following year?
What’s happening is that we have seen
that we need to be at approximately
$75 million a year of new money. In
other words, it’s $75 million this year,
and $150 million next year, and $225
million the following year, etc.

That’s why getting new resources is by
far the preferable way of doing things.
You've heard me say this before, all of
our areas of research are underfund-
ed. And so if we start taking away
from other areas, we actually are go-
ing to be creating other problems.

Shannon: | guess, just quickly, the
comment | hadis, 've had a T32, gener-
ously, from the NCI for a couple of cy-
cles, and turned it over to another fac-
ulty member, but one of the messages
we've been sending our young faculty,
and of course it’s pediatriconcology, is
don’t write your KOA to the NCI, write
it to NINDS; if you're studying neural
tumors, write it to Heart, Lung and
Blood if you're studying NDS, or any-
thing that’s not acute leukemia, try to
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sneak into DK if you're studying he-
matopoiesis. And | worry a lot, | don’t
know if my adult colleagues who have
these T32s in the room have the same
thing, but | worry a lot that once we
get people out of the NCl early in their
careers, they may get less focused on
cancer, and start focusing on some of
these other diseases, and these are
the folks we’ve been nurturing and
supporting to be cancer researchers.
So, | just raise that as a possibility for
you, considering this sort of budget
conversation.

Lowy: Let me just say that when it
comes to early-stage investigators,
we actually are supporting substan-
tially more last year and this year
than in the past. | don’t want to say
that things arejust fine, butitis prob-
ably easier for early stage investigator
to get awards now than it was even
three years ago.

Deborah Watkins Bruner [NCAB
memberand the Robert W. Woodruff
Chair of Nursing at the Nell Hodgson
Woodruff School of Nursing and
associate director for outcomes re-
search at the Emory University Win-
ship Cancer Institute]: Thanks again
for the presentation, and we talked
a little bit about this last night, and |
just want to be sure it’s raised today,
and maybe it will be later, but | think
slide number five, to me, is the most
telling slide.

Every other conversation is about
different ways to dice the same pie,
itis in slide number five that Tim had
asked for that shows that the NIH is
not taking an enterprise-wide view
of resources.

They are taking each division you get
what had last year plus 2.5%, maybe
a little bit more if you're lucky and
you're cancer, versus cancer is our
top performing, has 10,000 applica-
tions, versus the applications of other

units. We have decreasing mortality,
incredible success.

If you're a university and you had,
say, a law school, which is losing ap-
plications and not doing so well, and
a school of medicine doing great,
and you still give a law school histo-
ry plus 2% and the school medicine
gets maybe the same and a little
bit more, if they’re lucky—that’s a
very old-fashioned way of looking
at budgets, instead of looking at the
enterprise.

In addition, those budgets still con-
tain things where at the end of the
year, you might have a little bit mon-
ey, eveninsay, the law school whoisn’'t
doing so well, so whatyou do is end of
year budgets, everybody use it or lose
it. Instead of taking that money and
putting it into strategic initiatives in,
the institute that really is doing won-
derful, out-of-the-box, shooting-ap-
plications-into-the-sky areas.

There’s no enterprise way of redis-
tributing resources, given the current
funding model.

Again, we're not the NIH advisory
board, we're the NCI advisory board,
and what I'm saying would benefit the
NCI, so | take that bias under consid-
eration, but as a citizen, | would want
my NIH to take an enterprise-wide
view of resources.
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CMS dings MD Anderson on
Medicare compliance, citing
serious deficiencies in patient care

By Matthew Bin Han Ong

nJune 3, CMS sent a letter to MD
Anderson President Peter Pisters,
declaring that the agency has found
“substantial noncompliance,” based on
“significant deficiencies” at the hospital.

“These deficiencies have been deter-
mined to be of such a serious nature
as to substantially limit your hospital’s
capacity to render adequate care and
prevent it from being in compliance
with all the applicable Medicare Con-
ditions of Participation,” wrote Karen
Hillman, a manager at the CMS Enforce-
ment Branch.

The CMS letter is available here.

Usually, a hospital that loses its Medi-
care deemed status may continue to
accept Medicare patients and receive
federal funding in all previous pay-
ment models, experts say. However, the
hospital’s status will not be reinstated
until a corrective action plan has been
accepted by federal regulators.

The Centers of Medicare and Medicaid Services has removed
MD Anderson Cancer Center’s Medicare “deemed” status,
which means that, until the Houston hospital demonstrates
compliance with federal regulations, the institution is at risk
of having its Medicare provider agreement terminated.

Acceptance is based on the hospital’s
ability to demonstrate its compliance
with all federal standards during a fol-
low-up survey.

As Pister’s administration works to re-
gain deemed status for full compliance
with CMS regulations, MD Anderson’s
participation in all existing payment
models—including Medicare and pro-
spective payment rates based on Diag-
nosis Related Groups—remains intact.

This means that MD Anderson was giv-
en a fairwarning and an opportunity to
set things right. If the institution fails to
demonstrate compliance, it would lose
Medicare privileges.

CMS’s decision to take punitive action
appears to stem from a blood transfu-
sion-related adverse event that MD An-
derson reported to FDA, as per federal
requirements for reporting of harm or
injury to patients:

“In December 2018, The University of
MD Anderson Cancer Center self-report-
ed a blood transfusion-related adverse
event to the Food and Drug Adminis-
tration,” MD Anderson officials said ina
statement to The Cancer Letter. “Based
on the self-reported information, the
FDA conducted a full investigation and
no citations were provided. Per policy,
the FDA referred the case to the Centers
for Medicare and Medicaid Services.

“CMS, in conjunction with the Texas
Department of State Health Services,
conducted surveys of MD Anderson
from March 29 to April 5 and from May
13 to May 17. MD Anderson cooperat-
ed fully with CMS to address surveyor
questions, and our resulting focus is on
resolution, learning and improvement.”

Several observers said they were
shocked by the CMS action—findings of
broad noncompliance and subsequent
removal of a hospital’s “deemed” status
are usually associated with small, less-
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er-known institutions, not an academic
powerhouse. The U.S. News & World
Report has ranked MD Anderson as the
top cancer center in the U.S. for the past
10 of 11 years.

Medicare-certified providers and sup-
pliers of health care services must be
substantially compliant with federal
health and safety requirements, accord-
ing to two CMS rules:

« Final rule, January 2017: “Facilities
not meeting requirements would
either correct the inappropriate
practice(s) or would be terminated
from participation in the Medi-
care or Medicaid programs.”

« Proposed rule, May 2019: “A
Medicare-certified provider or

supplier that does not substan-
tially comply with the applicable
health and safety requirements
risks having its Medicare pro-
vider agreement terminated.”

Because MD Anderson’s deemed status
is suspended, the hospital is on an “en-
forcement track” with CMS, experts say.
While on this track, the cancer center re-
tains its accreditation and ability to bill
CMS for services provided to Medicare
beneficiaries.

MD Anderson officials said that the can-
cer center is “not on a pathway” to losing
its Medicare contract.

“CMS has the right and responsibility
to survey any hospital participating in
Medicare and Medicaid programs,” of-
ficials said in a statement. “CMS has av-
enues of escalating serious events that
pose an immediate threat to patient
care. MD Anderson did not receive that
level of rating and is not on a pathway to
termination from CMS programs.”

In February, CMS issued a similar let-
ter to Baylor St. Luke’s Medical Center,
after an emergency room patient died
as aresult of receiving the wrong blood
typein a transfusion—six months after

CMS cut off Medicare funding for heart
transplants at St. Luke’s, according to a
Feb. 7 report in the Houston Chronicle.

MD Anderson officials said the can-
cer center’s blood transfusion adverse
event did not involve mislabeling, ac-
cording to the Houston Chronicle.

When a health care provider is accred-
ited by a national accrediting organiza-
tion—for instance, The Joint Commis-
sion—the provider is “deemed” by CMS
to have met or exceeded all applicable
Medicare and Medicaid requirements.

According to The Joint Commission, “in
order to participate in and receive feder-
al payment from Medicare or Medicaid
programs, a health care organization
must meet the government require-
ments for program participation, in-
cluding a certification of compliance
with the health and safety requirements
called Conditions of Participation (CoPs)
or Conditions for Coverage (CfCs), which
are set forth in federal regulations.”

CMS may temporarily remove deemed
status—and therefore the accrediting
organization’s jurisdiction—when a
survey team identifies noncompliance
at the condition level. This is a serious
deficiency thatis notin substantial com-
pliance with one or more of the CoPs in
the Medicare program, experts say.

Nationally, about 300 accredited hos-
pitals are found “out of compliance” at
the condition level, which means these
facilities had their deemed status sus-
pended, until they came back into com-
pliance—or were terminated from par-
ticipating in CMS programes.

CMS found MD Anderson to be “out of
compliance” with five Medicare Condi-
tions of Participation:

« 42 CFR 482.12 Governing Body:
“The hospital must have an ef-
fective governing body legally
responsible for the conduct of
the hospital as an institution.”
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« 42CFR 482.13 Patient Rights: ‘A
hospital must protect and pro-
mote each patients’ rights.”

« 42CFR482.21 QAPI: “The hos-
pital must develop, implement,
and maintain an effective, ongo-
ing, hospital-wide, data-driven
quality assessment and perfor-
mance improvement program.”

« 42CFR 482.23 Nursing Services:
“The hospital must have an orga-
nized nursing service that provides
24-hour nursing services. The nurs-
ing services must be furnished or
supervised by a registered nurse.”

« 42CFR 482.27 Laboratory
Services: “The hospital must
maintain, or have available, ad-
equate laboratory services to
meet the needs of its patients.”

The full text of Conditions of Participa-
tion for Hospitals, Part 482, Subchapter
G on Standards and Certification, Code
of Federal Regulations, is available here.

“A plan of corrective action is not re-
quired at this time,” CMS’s Hillman
wrote in the June 3 letter to MD An-
derson’s Pisters. “However, it is to your
advantage to initiate corrective action
on the identified deficient practices in
order to bring your hospital in compli-
ance with the regulations.”

Though accreditation is voluntary, and
seeking deemed status is an option, not
a requirement, many providers choose
the accreditation process—to demon-
strate compliance with CoPs—instead
of certification based on a survey con-
ducted by a state agency on behalf of
the federal government.

When a hospital is found to be non-
compliant, CMS advises the accredited
hospital its deemed status has been re-
moved, and its compliance monitoring
is being placed under the state survey
agency’s jurisdiction. MD Anderson is
now under the jurisdiction of the Texas
Health and Human Services Commis-


https://www.federalregister.gov/documents/2017/01/13/2017-00283/medicare-and-medicaid-program-conditions-of-participation-for-home-health-agencies
https://www.federalregister.gov/documents/2019/05/02/2019-08939/medicare-program-accrediting-organizations-changes-to-change-of-ownership
https://www.houstonchronicle.com/news/houston-texas/houston/article/Regulators-find-serious-care-deficiencies-at-13599504.php
https://www.jointcommission.org/facts_about_federal_deemed_status_and_state_recognition/
https://www.govinfo.gov/content/pkg/CFR-2011-title42-vol5/pdf/CFR-2011-title42-vol5-part482.pdf
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sion, the agency that surveys Texas pro-
viders on behalf of CMS.

“The deemed status of your hospital
was removed onJune 3, 2019, as a result
of the findings of substantial noncom-
pliance from the May 17, 2019, survey,
and survey jurisdiction has been trans-
ferred to the HHSC,” Hillman wrote in
the June 3 letter to Pisters.

Earlier this year, the HHSC conduct-
ed a survey of MD Anderson based on
“substantial allegations of a significant
deficiency or deficiencies which would
adversely affect health and safety of
patients if found to be present.”

66

In response to specific
items identified

by CMS during

1ts recent surveys,
multidisciplinary
teams are developing
plans of action, which
will be submitted
next week.

99

— MD Anderson

CMS will not accept any accreditation
decisions or recommendations made
by an accrediting organization—The
Joint Commission, in MD Anderson’s
case—when deemed status is removed,
and while a provider or supplier is under
state survey agency jurisdiction,” ac-
cording to a 2018 memorandum issued
by the CMS Center for Clinical Standards
and Quality/Quality, Safety & Oversight
Group to state survey agency directors.
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MD Anderson’s Accreditation and Reg-
ulatory Readiness Executive Steering
Committee, led by Rosanna Morris,
chief operating officer, and Stephen
Hahn, chief medical executive, will be
taking prompt corrective action, of-
ficials said.

“In response to specific items identi-
fied by CMS during its recent surveys,
multidisciplinary teams are developing
plans of action, which will be submitted
next week,” MD Anderson officials said
in a statement. “This Executive Steering
Committee is working to streamline de-
cision-making and to ensure MD Ander-
son’s policies and procedures align with
the care and services we provide.”

MD Anderson has been accredited by
The Joint Commission since 1951.

“An independent, not-for-profit organi-
zation, The Joint Commission accredits
and certifies more than 20,000 health
care organizations and programs in the
United States,” MD Anderson’s website
states. “Joint Commission accreditation
and certification is recognized nation-
wide as a symbol of quality that reflects
anorganization’s commitment to meet-
ing certain performance standards.

“Every three years, The Joint Commis-
sion surveys The University of Texas MD
Anderson for one week closely observ-
ing a range of quality, safety, patient
care and support practices.”

MD Anderson received its most recent
accreditation from The Joint Commis-
sion beginning Sept. 24, 2016. The com-
mission summarized its survey findings
in a 50-page report, posted here.

Of the 50 pages, the commission ded-
icated at least 35 pages to describing
“Insufficient Compliance” and “Partial
Compliance” by MD Anderson to stan-
dards required for accreditation. The
determination, “This Standard is NOT
MET” appears 25 times throughout
the report.

For instance, on page 33 of the report,
the commission wrote: “Blood trans-
fusions and intravenous medications
must be administered in accordance
with State law and approved medical
staff policies and procedures. This Stan-
dard is NOT MET.”

The commission directed the hospital
to provide evidence of compliance for
11 standards within 45 days, and evi-
dence of compliance for the other 14
standards within 60 days. MD Anderson
did not receive a Preliminary Denial of
Accreditation status, which would have
required the hospital to respond to all
noncompliance findings within 45 days.

A section of the report, “Summary of
CMS Findings,” lists five areas of non-
compliance: patient rights, nursing ser-
vices, physical environment, infection
control, and respiratory care services.

A letter of accreditation was issued by
the commission to MD Anderson on
Dec. 22, 2016.

MD Anderson officials say they wel-
come the review and feedback received
from the CMS survey process.

“It affords us the opportunity to fur-
ther strengthen and supplement our
efforts, which includes our continued
and expanded approach toward quality
patient care through a culture of perfor-
mance improvement,” officials said in
a statement.

“MD Anderson constantly strives to en-
sure the highest standards of patient
care, resulting in the best clinical quali-
ty outcomes. We are unwavering in our
commitment to provide the highest
standard of care to our patients.”


https://www.cms.gov/Medicare/Provider-Enrollment-and-Certification/SurveyCertificationGenInfo/Downloads/QSO18-12-Deemed-REV-8-27.pdf
https://cancerletter.com/download/17986/
https://cancerletter.com/download/17989/
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Chernobyl, the HBO miniseries:
Fact and fiction (PartI1l)

With episode four of the series, we moved even
further from reality than in prior episodes.

sl wrote in Part |, | realize the need

to tell a story which grabs the view-
er. Surely the cow assassination scene
will go down in cinematic history, al-
though it falls short of Mongo knocking
out a horse in Blazing Saddles. (| wonder
how Mel Brooks might have told the
Chernobyl story.)

I’'m amazed the producers didn’t get
technical advice from a health physi-
cist or radiobiologist rather than bas-
ing much of their screenplay on a novel
(Voices of Chernobyl). Much of episode
four focused on the effects of radiation
exposure on several hundred thousand
personnel involved in mitigating the

By Robert Peter Gale
Visiting Professor of Hematology, Imperial College London
Executive director of clinical research in hematology and oncology, Celgene Corp.

accident and referred to as liquidators
in Russian. (I suggested to my Soviet
colleagues this does not translate well
into English.)

In this editorial | focus on one of the
most controversial and misunderstood
aspects of the Chernobyl NPF accident:
long-term consequences.

First, we need background. Exposure to
ionizing radiations causes two types of
medical effects: deterministic and sto-
chastic. Deterministic effects are pre-
dictable, dose-dependent, and occurin
everyone exposed to the same dose. For
example, everyone exposed to an acute

whole-body dose of 5 gray (5,000 mil-
lisieverts) will have a marked immediate
decrease in blood granulocytes.

However, not all deterministic effects of
radiation are immediate. For example,
development of cataracts and of coro-
nary artery disease are deterministic
effects of high-dose radiation exposure,
which occur many years later.

Stochastic effects are different. Al-
though they are also dose-dependent
(the higher the dose, the greater their
likelihood), not everyone exposed to the
same radiation dose will develop the ef-
fect. The most important stochastic ef-


https://cancerletter.com/articles/20190517_4/
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fects of radiation exposure are genetic
abnormalities, birth defects, and cancer.

As | discussed in Part I, exposing
100,000 people to 100 millisieverts of
radiation will cause about 2,200 extra
cancers and about 1,100 extra cancer
deaths. Meanwhile, the background
cancer rate in these 100,000 people
will be 80,000, and cancer deaths,
about 40,000.

There are several messages from these
data: First, only about 2% of exposed
persons will get cancer from their ra-
diation exposure. Second, only 3% of
cancers in this population of exposed
persons will be caused by their radia-
tion exposure. Namely, 97% of cancers
would have occurred anyway and have
nothing to do with their additional ra-
diation exposure.

The obvious challenges to us in deter-
mining if a radiation exposure increases
a person’s cancer risk are twofold:

Source: H

BO
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First, how to detect such a small increase
in cancers. For example, if the collapse
of the Soviet Union caused people to
smoke and drink more (which it did),
the increased cancers caused by these
exposures would greatly overwhelm
any radiation-induced cancers caused
by the Chernobyl NPF accident. One can
easily imagine the liquidators, aware of
the potential risks associated with their
radiation exposures, might change their
smoking and drinking habits. We have
strong evidence of this.

(It was widely believed in the Soviet
Union that | had recommended drink-
ing alcohol to protect against radi-
ation-induced damage. Given living
conditions in the Soviet Union at that
time, drinking alcohol might not have
been such a bad idea, but not to prevent
radiation-induced cancers. Actually, as
readers know, alcohol exposure causes
far more cancers than radiation.)

Asecond challenge is how to distinguish
radiation-induced cancers from cancers

that would have occurred anyway. There
is nothing unique about radiation-in-
duced cancers that would help us spot
them from non-radiation-induced cas-
es. Add to this the disintegration of the
Soviet Union such that epidemiologists
must now deal with three countries—
Russia, Ukraine, and Belarus, with the
first two at war, and none of which have
a high-quality population-based cancer
registry like the Surveillance, Epidemi-
ology and End Results (SEER) registry
inthe U.S.

The bottom line is, it’s difficult or im-
possible to detect whether radiation ex-
posures like those from the Chernobyl
NPF accident increase cancers, unless
something extraordinary happens
(more on this below).

To estimate potential long-term conse-
quences of the Chernobyl NPF accident,
we rely on prior studies, especially data
from the Japanese A-bomb survivors.



https://cancerletter.com/articles/20190524_3/

Source: HBO

However, the circumstances of pop-
ulations exposed to the A-bomb are
different than the Chernobyl-exposed
populations (liquidators, persons who
were evacuated, and those living in con-
taminated areas).

The A-bomb survivors were exposed
instantaneously to external high-dose
gamma radiations. Although liquida-
tors had a somewhat similar exposure,
people living in areas contaminated
with radionuclides released from the
Chernobyl NPF accident have a rather
different type of exposure. Simply put,
most of their exposure occurred (and
will occur) over many years.

The external component comes pre-
dominately from 137-cesium deposited
on the ground, but also from eating
foods and drinking water containing
radionuclides. This means we use un-
proved assumptions to get from the
A-bomb data-based risk coefficients
to predict what will happen post-Cher-
nobyl. For example, most data suggest
exposing people to the same amount
of radiation over a prolonged vs. a brief
interval is less likely to cause cancer.
(Admittedly, some recent data suggest
the converse.)

Other important background infor-
mation may be new to some readers.
All of us are exposed to ionizing radi-
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ations all our lives. Moreover, all of us
are radioactive. The average radiation
dose to Americans is 6.2 millisieverts
per year. About half of this dose results
from physicians ordering radiological
studies, especially CT scans. If a person
lives 80 years, their lifetime cumulative
dose will be about 500 millisieverts, or
one-half a sievert. Compare this to the
average dose of an A-bomb survivors,
200 millisieverts.

More importantly, let’s compare these
doses to populations exposed because
of the Chernobyl NPF accident. The av-
erage dose to the liquidators was 120
millisieverts, to the evacuated popu-
lation, 30 millisieverts, and to the peo-
ple living in contaminated lands, 10
millisieverts. You can see from these
data, most of these Chernobyl-related
doses are less than most of us receive
in our lifetime.

There are several other ways to view
these data. For example, people living
in Denver (1-mile-high and sitting on the
Rockies) receive about 80 millisieverts
more radiation over their lifetime, than
a person living in New York (sea level
and on asandy base). Another yardstick
is, exposure to 50 millisieverts increas-
es our lifetime cancer risk from 43% to
43.5%, 2 0.5 percent increase.
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My intent is not to
minimize potential
cancer consequences
of the Chernobyl

NPF accident. If we
use standard risk
estimators of radiation-
induced cancers based
mostly on the A-bomb
data (with the caveats
I discussed), one

can estimate 11,000

to 25,000 cancers

over 80 years (95%
confidence interval).
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Lastly, a CT/PET scan exposes someone
to about 30 millisieverts. So, one way to
look at the exposure of the liquidators
is to think of them getting four CT/PET
scans, the evacuated population—one
CT/PET scan, and the population living
in contaminated areas as getting an ab-
dominal CT scan.

With this background, we can return to
the Chernobyl accident, consider what
has happened, and predict what might
happen in the future. First, the bad
news. There were about 7,000 cases of
thyroid cancer caused by exposure to
131-iodine. All these cancers occurred
in children less than 16 years old at the
time of the accident and was caused by
inhalation of 131-iodine and ingesting it

Smoking
Eating
Driving

Flying

Kayaking
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There is only one report of an increase
in other cancers amongst the exposed
populations: an increased incidence
of chronic lymphocytic leukemia (CLL)
amongst the liquidators. This is curi-
ous, because most data suggest CLL is
nota cancer caused by radiation. (Itwas
the only leukemia not increased in the
A-bomb survivors.) Also, because many
cases of CLL are detected by routine
blood testing, we need to exclude the
possibility of surveillance bias, namely
more blood tests in liquidators than
amongst the general population.

However, more importantly, there are
no reports of an increase in other leu-
kemias known to be caused by radia-
tion. This absence is critical, because

cigarettes

cups of peanut butter

kminacar
kminaplane

minutes

Receiving T mSy radiation

Figure1.

Activities associated with the risk of death equal to exposure to 1 millisievert of radiation

in milk. Because thyroid cancer is rare
in children, there is no question these
cancers were caused by the Chernobyl
NPF accident. But because thyroid
cancer is treatable, there are fewer
than 1o deaths.

What about other cancers?

these other leukemias were the most
increased cancers in the A-bomb sur-
vivors, because they occurred about
10 years after exposure, which is 20-30
years earlier than more common can-
cers such as lung and breast cancers.
These data suggest a large wave of ra-

diation-induced solid cancers is unlikely
to occur over the next several decades.

My intent is not to minimize potential
cancer consequences of the Chernobyl
NPF accident. If we use standard risk
estimators of radiation-induced can-
cers based mostly on the A-bomb data
(with the caveats | discussed), one can
estimate 11,000 to 25,000 cancers over
80 years (95% confidence interval).

However, this should be compared with
a background incidence of about 200
million over this timeframe, or about
a 0.008 percent increase. Every extra
death is, of course, tragic, but perspec-
tive is needed. For every terawatt (TWt)
of electricity produced, nuclear energy
is10 to 100 times safer than coal or gas.

Also, as | discussed in Part ll, there are
no convincing data of an increase in
the two other stochastic effects of ra-
diation: genetic abnormalities or birth
defects. This is not surprising, as no in-
creases were detected in the A-bomb
survivors exposed to much higher radi-
ation doses than any of the populations
we are discussing. For a list of activities
associated with the same risk of death
as being exposed to 1 millisievert of ra-
diation, please see Figure 1.

Lastly, although many readers have
commented favorably on this series,
some have said, “What does this jackass
(or worse names) know about review-
ing movies?” True, | am a failed screen-
play writer, but all is not lost: | have
an Emmy, I'm a member of the Screen
Actors Guild, and | get to vote on best
actor for the Academy Awards. Does
this qualify me to review movies? Not
according to my wife, children, and any
intelligent person.

In the final installment, | will tackle the
series’ portrayal of the Soviet govern-
ment and of our medical and scientific
colleagues who have, so far, been shown
in a most unfavorable light. Please tune
in next week.
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Emory fires two NIH-funded faculty
members for not disclosing foreign
sources of funding and work in China

By Claire Dietz

((S ince this is a personnel matter, we
cannot share specific details; how-
ever, through the course of an investiga-
tion prompted by an NIH inquiry, Emory
determined that these faculty mem-
bers had failed to fully disclose foreign
sources of research funding and the
extent of their work for research insti-
tutions and universities in China,” Vikas
P. Sukhatme, dean of Emory University
School of Medicine, said in a memo to
the faculty and staff. “Please note we
are working to minimize disruption
within the departmentand taking steps
to ensure research projects continue.”

According to Science, the two research-
ers are disputing their termination.
The journal reported “neuroscientist Li
Xiao-Jiang says the university dismissed

Emory University has terminated two NIH-funded faculty
members at the Department of Genetics for failing to
disclose foreign sources of funding and the extent of their
involvement with institutions in People’s Republic of China.

him and neuroscientist Li Shihua, his
wife and lab co-leader, ‘simultaneously
without any notice or opportunity for us
to respond to unverified accusations.”

In April, three faculty members at MD
Anderson Cancer Center were sanc-
tioned for failure to ensure confidenti-
ality of review of NIH grants (The Can-
cer Letter, April 26). These scientists had
also failed to disclose outside funding,
academic appointments, and roles in
laboratories outside the U.S.

The MD Anderson cases included:

« Unauthorized sharing of con-
fidential material and failure
to disclose affiliations in Peo-
ple’s Republic of China;

- Failure to disclose person-
al relationships with Pls and
academic appointments in
People’s Republic of China;

« Emailingan NIH grant applica-
tion to a scientist based in the
People’s Republic of China.

The Senate Committee on FinanceJune
5 held a hearing focused on foreign
threats to taxpayer-funded research.
The hearing examined the actions sev-
eral departments of the federal govern-
ment—including HHS and NIH—have
taken in response to the recent uptick
in reports of researchers failing to dis-
close funding and academic appoint-
ments outside the U.S. (The Cancer

Letter, April 26).


https://www.sciencemag.org/news/2019/05/terminated-emory-researcher-disputes-university-s-allegations
https://cancerletter.com/articles/20190426_1/
https://cancerletter.com/articles/20190426_1/
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A webcast of the committee hearing
can be found here.

“Truly free collaboration and exchange
of information is only possible when
data and sources are credible, and
the research process can be trusted,”
Chairman Chuck Grassley (R-1A) said in
a statement. “That trust is destroyed
when foreign governments and other
entities interfere in our research for
their gain and to our detriment.”

In his testimony, Joe W. Gray, the Gor-
don Moore Chair of Biomedical Engi-
neering and associate director for Bio-
physical Oncology in the Knight Cancer
Institute at Oregon Health & Science
University, cautioned against “stifling
innovation whenever we constrain
interactions.

“It has been my experience that the way
people approach problems is colored
strongly by their past experiences and
by the nature of their education,” Gray
said in submitted testimony. “It is also
my experience that individuals educat-
ed in other countries bring different
ways of thinking and different facts.

“Further, these individuals undergo
extensive vetting to ensure a high lev-
el of education and potential. Thus, |
believe that innovative solutions to the
complex problems we are trying to solve
throughout the biomedical community
today will occur most rapidly through
the free and open exchange of informa-
tion and ideas, including with a broad
range of foreign nationals.”

The controls on data sharing that
are now in place do protect against
most forms of data misuse may also
have a negative impact on innova-
tion, Gray said.

“The economic strength of the U.S. de-
pendsoninnovation and on the speedy
implementation and commercialization
of innovative ideas,” Gray said. “| be-
lieve that the controls that are already
in place provide a workable balance
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between protecting data and intellec-
tual property and allowing the free ex-
change of data and information needed
for effective innovation.”

Grassley singled out China as a par-
ticular threat. Some of the threats to
research include, “spying, theft of in-
tellectual property, [and] disclosure of
confidential information,” he said.

“We are aware that a few foreign gov-
ernments have initiated systematic
programs to capitalize on the collabora-
tive nature of biomedical research and
unduly influence U.S.-based research-
ers,” Lawrence A. Tabak, NIH principal
deputy director, said in submitted tes-
timony. “Itis essential for us to continue
vigilance and take additional actions to
protect the integrity of the U.S. bio-
medical research enterprise, while also
protecting important relationships with
foreign scientists worldwide.”

Tabak said NIH has taken the following
measures have been taken to identify
and monitor these problems:

« Partnering with colleagues at the
Department of Health and Human
Services and the FBI to exchange
information on emerging threats;

« Developing a new dashboard
to assist NIH in responding
to data requests needed for
its reviews in this context;

« Maintaining an open chan-
nel of communication with
funded research institu-
tions and investigators;

« Training NIH staff to identify
and report suspicious activity
on the part of key scientists des-
ignated in grant applications
as well as peer reviewers.

According to Tabak, actions awardee
institutions have taken to mitigate con-
cerns include:

« Terminating or sus-
pending scientists;

. Intervening to address previ-
ously unreported affiliations
with foreign institutions;

« Relinquishing or refund-
ing of NIH funds;

« Prohibiting certain individ-
uals from serving as inves-
tigators on NIH grants;

« Raising awareness amongin-
stitutional faculty about gov-
ernment and institutional
policies dealing with foreign
affiliations and relationships.

“We have evaluations underway to as-
sess NIH’s vetting and oversight of its
peer reviewers, including its efforts to
preventor identify inappropriate disclo-
sure of information by peer reviewers,
and an evaluation of how NIH monitors
the financial conflicts of interest, includ-
ing foreign financial interests, reported
by grantee institutions,” Leslie W. Hollie,
chief of investigative operations in the
HHS Office of Inspector General, said in
submitted testimony.

The largest number of ongoing cases re-
garding transmission of technical data
involve China, Russia, and Iran, Louis A.
Rodi, acting assistant director of the Na-
tional Security Investigations Division of
Homeland Security Investigations, said
in submitted testimony.

“Exploitation of academia and U.S.
research institutions is just one of the
schemes these countries are employing
to obtain access to sensitive research
and export-controlled information and
technology, and to facilitate its transfer
abroad,” Rodi said. “These countries are
attempting to obtain this information,
in many instances in anillegal or subver-
sive manner, in order to advance their
own military capabilities or economic
goals, many times in contravention to
the national security of the U.S.”


https://www.finance.senate.gov/hearings/foreign-threats-to-taxpayer_funded-research-oversight-opportunities-and-policy-solutions
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NCTN grants awarded,
with $20M increase

he network, which is funded every

six years, now has 32 Lead Academic
Participating Sites, up from 30 in 2014.
The LAPS are academic research institu-
tions with fellowship training programs,
and most of the awardees are NCl-des-
ignated cancer centers.

To receive a LAPS award, sites had to
demonstrate ability to enroll high num-
bers of patients in NCTN trials, as well
asscientificleadership in the design and
conduct of clinical trials.

The overall budget for NCTN is distrib-
uted to the various components of the
network, which includes an Imagingand
Radiation Oncology Core Group and In-
tegrated Translational Science Awards.

The network, which provides the infra-
structure for NCI-funded trials, annually
enrolls up to 20,000 participantsin can-
cer treatment and imaging trials.

The network groups, which consist of
four adult groups, one group focused
on childhood cancer, and one Canadian
collaborating group, are:

« Canadian Collaborating
Clinical Trials Network

29

The National Clinical Trials Network has received a $20
million funding increase from NCI in the latest awards
cycle—from $151 million to $171 million.

« Alliance for Clinical Tri-
als in Oncology

« ECOG-ACRIN Cancer Re-
search Group

« NRCGC Oncology
« SWOG
« Children’s Oncology Group

Two institutions that were funded in
the last granting cycle—Stanford Uni-
versity and Indiana University—are not
included in the current list of 32 LAPS.

Four new sites were added:

+ Froedtert & the Medical
College of Wisconsin

« Northwestern University
—Robert H. Lurie Compre-
hensive Cancer Center

« Sidney Kimmel Cancer Cen-
ter at Jefferson Health

« University of Rochester — Wil-
mot Cancer Institute

The 32 LAPS are:

Case Western Reserve University —
Case Comprehensive Cancer Center

Dana Farber/Har-
vard Cancer Center

Duke Cancer Institute at Duke

University Medical Center

Emory University — Win-
ship Cancer Institute

Fred Hutchinson Can-
cer Research Center

Froedtert & the Medical
College of Wisconsin

Johns Hopkins Universi-
ty - Sidney Kimmel Compre-
hensive Cancer Center

Mayo Clinic Cancer

Memorial Sloan Ketter-
ing Cancer Center

Norris Cotton Cancer Cen-
ter at Dartmouth Hitch-
cock Medical Center

Northwestern University
—Robert H. Lurie Compre-
hensive Cancer Center
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+ Obhio State University Com-
prehensive Cancer Center

« Roswell Park Cancer Institute

« Sidney Kimmel Cancer Cen-
ter at Jefferson Health

« University of Alabama
at Birmingham

« University of California Davis
Comprehensive Cancer Center

« University of Chicago Com-
prehensive Cancer Center

« University of Colora-
do Cancer Center

« University of Michigan Com-
prehensive Cancer Center

« University of North Caro-
lina Lineberger Compre-
hensive Cancer Center

« University of Oklahoma — Ste-
phenson Cancer Center

« University of Pittsburgh
Cancer Institute

« University of Rochester Wil-
mot Cancer Institute

« University of Southern Cal-
ifornia— Norris Compre-
hensive Cancer Center

« University of Texas MD An-
derson Cancer Center

« University of Texas Southwest-
ern Medical Center—Harold
C. Simmons Cancer Center

« University of Utah - Hunts-
man Cancer Institute

« University of Wisconsin Car-
bone Cancer Center

« Vanderbilt University Med-
ical Center - Vanderbilt In-
gram Cancer Center

« Washington University at St.
Louis - Siteman Cancer Center
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« Wayne State University Barbara
Ann Karmanos Cancer Institute

« Yale University—Yale
Cancer Center

There are separate awards for the U.S.-
based NCTN Operations Centers and
their associated Groups’ Statistics and
Data Management Centers.

Oversight of the NCTN, its organiza-
tional structure, funding, and long-
term strategic direction, is under the
purview of the Clinical Trials and Trans-
lational Research Advisory Committee.
The federal advisory committee, which
provides recommendations to the NCI
director, is composed of clinical trials ex-
perts, industry representatives, and pa-
tient advocates from across the nation.

Membership in the individual NCTN
groups is based on criteria that are spe-
cific to each group. Sites can belong to
more than one group, and member-
ship in at least one group allows a site
to participate in the trials led by any
NCTN group for which their investiga-
tors are qualified.

Researchers from the LAPS, NCI Com-
munity Oncology Research Program,
other academic centers, community
practices, and international members
associated with the network groups
may all enroll patients onto NCTN trials.
Clinical trials led by NCTN groups may
receive support from the IROC Group,
ITSAs, and tissue banks, according to
the scientific needs of the trials.

The U.S. groups are each funded
through two separate awards—one
to support network operations and an-
other to support the Statistics and Data
Management Centers:

« Operations Centers are responsible
for developing new protocols and
managing the regulatory, financial,
membership and scientific commit-
tees of each group;

. Statistical Centers are responsible
for data management and analysis,
manuscript preparation, and safety
monitoring, in addition to assisting

in trial design and development.

The Network Operations and Statistical
Centers for each NCTN group are geo-
graphically separate but work closely
together. They are often located at an
academicinstitution that has offered to
“house” the group; however, in several
cases, a centeris located at a freestand-
ing site that is funded via a nonprofit
foundation. The only exception is the
Canadian Collaborating Clinical Trials
Network, which received a single award
forits Operations and Statistical Center.

Higher levels of patient enrollment
require a sustained level of data man-
agement work over several years, and
the LAPS grants support the research
staff required to manage this effort.
The funds provided in the LAPS grants
to cover this increased workload effec-
tively raise the per-patient reimburse-
ment level at the selected sites.

The LAPS awards also provide some
funding for scientific and administra-
tive leadership at the site itself, as the
principal investigators at the site need
to prioritize the clinical trials in which
they participate, as well as educate and
train staff at thessitesin clinical research
and develop strategies to promote pa-
tient enrollment.

Other investigators at community hos-
pitals and medical centers can partici-
pate in NCTN trials, even if they are at
sites that did not receive a LAPS award.
These sites, as well as a number of in-
ternational sites, either receive research
reimbursement directly from one of
the network groups with which they
are affiliated, or they receive awards
from the NCI Community Oncology
Research Program.

Site membershipin the individual NCTN
groups is based on criteria that are spe-
cific to each group. Sites conducting
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MNCI National Clinical Trials Network Structure

SWOG

MNCORP
Lite
Participation

clinical trials can belong to more than
one group, and membership in at least
one group allows a site to participate
in the trials led by any NCTN group for
which their investigators are qualified.

Consequently, researchers from the
LAPS, NCORP, other academic centers,
community practices, and internation-
al members associated with the net-
work groups may enroll patients into
NCTN trials.

To help monitor and ensure quality in
trials that involve new imaging mo-
dalities and radiation therapy, NCTN
established an Imaging and Radiation
Oncology Core Group that assists the
NCTN groups that use these modalities
in their trials.

The final component of the NCTN are
the Integrated Translational Science
Awards. The five academic institutions
that received ITSAs include teams of
translational scientists who use inno-
vative genetic, proteomic, and imaging

Centralized
Functions

Canadian
Metwark
Group

technologies to help identify and qual-
ify potential predictive biomarkers of
response to therapy that the network
groups can incorporate into future clin-
ical trials.

These awards are used to leverage work
already underway in these investigators’
laboratories, often supported in part by
other NCI grants, with the expectation
that these researchers will help the net-
work groups bring new laboratory dis-
coveries into clinical trials.

These labs employ cutting-edge tech-
nologies that enable better character-
ization of tumors and help to identify
changes in tumor biology in response
to treatment that may help explain how
treatment resistance can develop.

This cycle’s ITSA grantees are:

« Children’s Hospital of Philadelphia

« Emory University — Win-
ship Cancer Institute
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Centralized Functions:

# Centralized Institutional Review Board

» Cancer Trials Support Unit

= Imaging and Radiation Oncology Core
{IRCL) Group

= Common Data Management System
Central Hosting

30 Lead Academic Participating Sites
{LAPE]

Crperations
Ltatistics & Data Management
Tizsue Banks

Member Sites

« Memorial Sloan Ketter-
ing Cancer Center

« Ohio State University Com-
prehensive Cancer Center

« University of North Caro-
lina Lineberger Compre-
hensive Cancer Center

Each NCTN group also collects and
stores tissue from patients in NCTN tri-
als in a harmonized network of tissue
banks. Standard protocols have been
developed to ensure that the tissue
collected is of the highest quality. Com-
puterized records of the stored samples
have important clinical details, such as
the treatments received by the patients
from whom the tissue was taken, treat-
ment response, and patient outcome.

Participants in NCTN trials may also
consent to the use of their tissue speci-
mens for studies beyond the NCTN trial
inwhich they are enrolled. The NCTN tis-
sue bank program includes a web-based
system that any researcher can use.



Researchers, including those who are
not affiliated with the NCTN, can que-
ry the system about the availability of
tissue that meets certain criteria and
track the review and approval process
of any requests to use samples.

The NCTN groups propose concepts for
new clinical trials to the NCI Disease/
Imaging Steering Committees. These
committees are organized by NCI to
evaluate and prioritize new clinical tri-
als, and recommend to NCI those most
likely to have the highest scientific and
clinical impact.

Each committee is led by nongovern-
mental co-chairs who are not permit-
ted to hold leadership positions in the
NCTN groups, although they can be
group members. The remainder of
the committee membership consists
of NCTN group members selected by
each group, other disease experts not
involved in leadership positions in the
groups, representatives of NCI-fund-
ed SPORE and consortia, biostatisti-
cians, patient advocates, and NCI dis-
ease experts.

NCTN groups are able to reduce the
costs of conducting trials by sharing
resources. This collaborative approach
allows members of one NCTN group to
support trials led by other groups and
affords NCTN members the ability to
conduct a full portfolio of trials in the
most common cancers.

Because the NCTN has only four U.S.
adult groups, with fewer Operations and
Statistical Centers that require financial
support, there has been a net cost sav-
ings, according to NCI. All of the groups
use a common data management sys-
tem (Medidata Rave) and an integrated
IT system for the tissue banks, which
translates into cost savings.

Claire Dietz contributed to this story.

THE CANCER LETTER | JUNE14,2019 | VOL45 | ISSUE24

REACH PEOPLE WHO MATTER
IN ONCOLOGY

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

Find more information

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

INSTITUTIONAL
PLANS

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

Find subscription plans

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



http://cancerletter.com/advertise/
http://cancerletter.com/subscribe/

IN BRIEF

ISSUE 24 | VOL45 | JUNE14,2019 | THE CANCER LETTER

of Medicine and Public Health. He is a
Fellow of the American Society of Clini-
cal Oncology, a Fellow of the American
College of Epidemiology, and a Master
of the American College of Physicians.
Heis also an elected member of the Na-
tional Academy of Medicine.

He is a former chief medical and scien-
tific officer at the American Cancer So-
ciety, where he was involved in cancer
prevention, early detection, and quality
treatment through cancer research and
education. He continues to champion
efforts to decrease smoking, improve
diet, detect cancer at the earliest stage,
and provide the critical support cancer
patients need.

Brawley to
receive 2019 AMA
Distinguished
Service Award

Otis Webb Brawley was named recip-
ient of the 2019 AMA Distinguished
Service Award by the American Medical
Association board of trustees.

The award is the highest honor be-
stowed by AMA for “meritorious service
in the science and art of medicine.”

Brawley is the Bloomberg Distinguished
Professor of Oncology and Epidemiolo-
gy at John Hopkins University Schools

Roswell Park’s NCI
designation renewed

NCl has renewed Roswell Park Compre-
hensive Cancer Center’s status as one of
50 Comprehensive Cancer Centers and
awarded a $22.5 million Cancer Center
Support Grantto fund core research and
education programs.

This is the largest award of this type
and highestapplication score in Roswell
Park’s history.

“This is the most coveted and competi-
tive distinction in cancer, and our team
has once again demonstrated that we
can serve our community in a way no
one else can,” said Candace S. Johnson,
Roswell Park president and CEO, in
a statement.

“Roswell Park has strong basic science
in many areas, an outstanding center
director, and exceptional facilities,” the
peer reviewers wrote in assessing Ros-
well Park’s application. “Roswell Park
is an important regional and national
resource for cancer research and care.
Under the strong leadership of Johnson,
and with the continued commitment of
the Institution, Roswell Park is poised
to continue its solid upward trajectory.”
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NCI invites abstracts
for conference on

the $50M Childhood
Cancer Data Initiative

NCl is formulating a plan to develop an
innovative childhood cancer initiative
focused ondata sharing. The plan would
beinitiated with a proposed increase to
NCI's budget of $50 million beginningin
fiscal year 2020 and continuing, as pro-
posed by the White House, for a total
of 10 years.

“At NCI, we strongly believe that har-
nessing the power of data can be a
driver of that progress, which is why the
institute plans to use these proposed
funds to create the Childhood Cancer
Data Initiative,” Douglas R. Lowy, act-
ing director at NCl, said in a statement.

“The aim of the CCDl is to establish more
efficient ways to share and use child-
hood cancer data to help identify novel
therapeutic targets and approaches,
underpin new drug development, and
enable new research pursuits to bet-
ter understand the biology of child-
hood cancers.”

To shape the scientific direction of the
CCDI, NClI is hosting a planning sym-
posium July 29—31 in Washington, DC.
The symposium will gather leaders and
stakeholders from academic, govern-
ment, industry, and advocacy commu-
nities to discuss scientific and clinical
research data needs, opportunities for
developing a connected data infra-
structure, ways to provide meaningful
datasets for clinical care and associated
research progress, and policies around
collecting and sharing data.

Deadline for submitting an abstract
isJune1s.

Consideration will be given for abstracts
submitted up until June 30 if space is
still available, NCl officials said.


https://www.cancer.gov/news-events/cancer-currents-blog/2019/lowy-childhood-cancer-data-initiative
https://www.cancer.gov/research/areas/childhood/childhood-cancer-data-initiative/symposium
https://www.cancer.gov/research/areas/childhood/childhood-cancer-data-initiative/symposium
https://www.cancer.gov/research/areas/childhood/childhood-cancer-data-initiative/symposium
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ACS, Ovarian Cancer
Research Alliance
form research
collaboration

The American Cancer Society and Ovar-
ian Cancer Research Alliance partnered
to fund multidisciplinary research proj-
ects to explore new ways of detecting,
treating, and preventing ovarian can-
cer relapse and for improving quality
of life among those diagnosed with
ovarian cancer.

The two organizations are committing
to atotal investment of $8 million to sus-
tain four research teams over four years.

Thejointinitiative seeks to raise funds to
support four multidisciplinary research
teams to investigate biological, clinical,
and psychosocial factors associated
with ovarian cancer outcomes. Once
initial funding is acquired, a request for
proposal/critical peer review process
will select the four research teams.

ACCC, AstraZeneca
to launch initiative
to support care for
stage l11/IV NSCLC

The Association of Community Cancer
Centers and AstraZeneca announced
a collaboration to support a national
quality care initiative for patients with
stage lll and stage IV NSCLC.

To improve interdisciplinary communi-
cation and care coordination for patients
with stage Ill and IV NSCLC, the ACCC,
along with partner organizations: the
American College of Chest Physicians, the
International Association for the Study of
Lung Cancer, and LUNGevity Foundation,
is forming a multi-phase initiative: Fos-
tering Excellence in Care and Outcomes
in Patients with Stage lll and IV NSCLC.
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This initiative will identify barriers to
care excellence and provide guidance
and support for process improvement
projects centered around issues key to
advancing optimal care for this patient
population.

The project will include process im-
provement models developed and test-
ed across a variety of care settings from
large academic institutions to smaller
community programs or practices. The
project is supported by AstraZeneca.

An initial survey conducted for the
project yielded robust cross-discipline
responses providing data on current
practice patterns, gaps and barriers to
care coordination and communication,
and other systemic processes that can
hinder timely adoption of advances in
staging, biomarker testing, and treat-
ment planning for NSCLC.

The project’s steering committee will
guide the selection of six cancer pro-
grams to serve as process improvement
sites. The committee, composed of lead-
ers from multiple disciplines commit-
ted to improving care in stage Ill and IV
NSCLC, is chaired by David Spigel, chief
scientific officer; director, Lung Cancer
Research Program; principal investiga-
tor, Sarah Cannon Research Institute.

Facilitated by ACCC, the six selected
sites will create and execute process im-
provement models aimed at overcom-
ing identified barriers to excellence in
care for patients with these NSCLC stag-
es. The models tested will be applicable
across care settings.

Krista Nelson
received Leadership
in Oncology Social
Work Award

Krista Nelson was awarded the As-
sociation of Oncology Social Work’s

2019 Leadership in Oncology Social
Work Award.

Nelson serves as secretary of the As-
sociation of Community Cancer Cen-
ters, program manager of Quality &
Research, Cancer Support Services &
Compassion, Providence Cancer Insti-
tute, Providence Health and Services in
Portland, OR.

The award was conferred during the
AOSW 35th Annual Conference.

Nelson is a past president of the board
of directors of the Association of On-
cology Social Work. She is also a past
invited director of the American Psy-
chosocial Oncology Society. She serves
as an invited director on the board of
directors of the National Accreditation
Program for Breast Centers and as a
director of the American Clinical So-
cial Work Association. In 2015, Nelson
was named as a finalist in the Schwartz
Center Compassionate Caregiver of the
Year Award.

In presenting the award, Leora Lowen-
thal, AOSW Awards committee member,
recognized Nelson for her leadership
and strength in fostering partnerships
across the wider oncology community.

The Leader in Oncology Social Work
Award is sponsored by the American
Cancer Society.
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FDA'’s Project Facilitate uses
a call center to streamline

CONERSATION WITH access to unapproved
cancer therapies

66

Our hope is that
Project Facilitate will
make it easier for
oncology professionals
to get accurate
information they need
about Expanded Access
so that they can assist
their patients—not just
those with large Twitter
or Facebook followings,
but any patient,
anywhere in the U.S.

9 $ Richard Pazdur
Director, Oncology Center of Excellence, FDA

Acting director, Office of Hematology and Oncology Products



Pazdur spoke with
Paul Goldberg, editor and
publisher of The Cancer Letter.
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he FDA Oncology Center of Ex-

cellence announced a pilot pro-
gram to help physicians get access
to unapproved therapies for patients
with cancer.

The program, called Project Facilitate,
will include a call center that will serve
as a point of contact with the agency.
Through the call center, FDA oncology
staff members will guide physicians
treating patients with cancer through
submission of Expanded Access re-
quests for their patients.

Project Facilitate will also seek to pro-
vide follow-up on patient outcomes.

“This is a concierge service to support
the patient’s medical team throughout
the process, from providing information
that will help the oncologist complete
the Form FDA 3926 to following up on
the status of the patient,” said Richard
Pazdur, director of the FDA's Oncology
Center of Excellence and acting director
of the Office of Hematology and Oncol-
ogy Products. “It doesn’t change FDA’s
existing Expanded Access processinany
way, but it should make it easier for on-
cologists to gather the information they
need to submit an Expanded Access
request. It’s often faster to speak to a
knowledgeable person on the phone
rather than searching through a lot of
information on websites.”

Pazdur spoke with Paul Goldberg, edi-
tor and publisher of The Cancer Letter.

Paul Goldberg: How is Project
Facilitate different from FDA'’s

other Expanded Access ven-
tures?

Richard Pazdur: The Project Facilitate
call center serves as a single point of

contact where FDA oncology staff will
assist oncologists and the healthcare
team through the steps to submitan Ex-
panded Access request foran individual
cancer patient.

This is a concierge service to support
the patient’s medical team throughout
the process, from providing information
that will help the oncologist complete
the Form FDA 3926 to following up
on the status of the patient. It doesn’t
change FDA’s existing Expanded Ac-
cess process in any way, but it should
make it easier for oncologists to gath-
er the information they need to sub-
mit an Expanded Access request. It’s
often faster to speak to a knowledge-
able person on the phone rather than
searching through a lot of information
on websites.

That said, because we want to make
sure patients and their oncologists
continue to have robust sources of in-
formation, Project Facilitate is working
in conjunction with the Reagan-Udall
Foundation for the FDA, which started
the Expanded Access Navigator website
to educate patients and health care pro-
fessionals about the Expanded Access
process. Patients and physicians can
look for treatment options, clinical tri-
als, and company contact information
on the Navigator. The Navigator offers
information provided by companies
about their Expanded Access policies
and includes any Expanded Access pro-
grams listed on ClinicalTrials.gov.

Companies now are required by the 21st
Century Cures Act to publicly list their
Expanded Access policies, if they have
a drug intended to treat a serious or
life-threatening disease or condition.
The Navigator website helps them com-
ply with that requirement.

Once the oncologist and the patient
have identified the investigational
therapy they want to try, the oncolo-
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gist, nurse, pharmacist, or other mem-
ber of the patient’s healthcare team
can contact Project Facilitate for assis-
tance in completing the Expanded Ac-
cess request.

Why is Project Facilitate needed?

RP: Before Project Facilitate, the Ex-
panded Access requests for cancer pa-
tients arrived at multiple places within
the FDA and were forwarded separately
to FDA oncology or hematology divi-
sions. Sometimes these requests were
delayed while being sent from one place
to another. | have long felt that the Ex-
panded Access process would be so
much easier for everyone if oncologists
could simply call one of our oncology
nurses or pharmacists for assistance.

In addition, we were seeing that most of
the oncology Expanded Access requests
were coming from patients and oncolo-
gists at the larger academic centers. But
the patients who don't live near these
centers and who may not be able to
travel to take partin a clinical trial could
also benefit from access to investiga-
tional therapies that may be available
through Expanded Access.

For oncologists who don’t have expe-
rience working with Expanded Access,
the process can appear complex and
burdensome. However, the FDA allows
the vast majority of Expanded Access
requests to proceed, and the agency
streamlined the application form a
few years ago.

So, we would encourage community on-
cologists to consider Expanded Access
for cancer patients who have exhausted
all other available therapies.


http://navigator.reaganudall.org/
https://www.clinicaltrials.gov/
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tients unnecessarily, Expanded Access

does provide a way that patients can
\
P2 U.S. FOOD & DRUG PROJ E‘\E‘:T get access to an investigational drug if

--m; F A\f?' L |T AT E they don’t qualify for or can’t get to a
) clinical trial.

Assisting healthcare providers with requests for access to investigational oncology products

DO YOU NEED HELP SUBMITTING A SINGLE PATIENT IND EXPANDED ACCESS (EA) REQUEST
(ALSO KNOWN AS COMPASSIONATE USE) FOR A PATIENT WITH CANCER?

Using the Project Facilitate call
...FDA’s Oncology Center of Excellence (OCE) can help: o
e iy el £ center, how long would it take
« Find an EA contact for a drug/biotech company for a physician to get a formal
* Complete Form FDA 3926 E E response from the FDA?
9:00 AM - 5:00 PM Eastern Time (M-F) "‘E
Phone: (240) 402-0004
Email: OncProjectFacilitate@fda.hhs.gov www.fda.gov/oce

Patients: Talk to your healthcare provider to discuss whether expanded access is an appropriate option.

RP: Given the urgent need in most Ex-
panded Access situations, the FDA has
an excellent track record of responding
quickly to these requests: emergency
&& requests for individual patients are
Is it only for oncology? usually granted immediately by phone

or within hours; non-emergency re-
It doesn’t change FDA’s quests are generally processed within
afew days. We expect the call center to

existing Expanded RP: Project Facilitate is only for oncol- ~ be avaluable resource to help navigate

: ogy Expanded Access requests at this  healthcare providers through the pro-
Access process in any time. Right now, Project Facilitate isa  cess more efficiently.

way, but it should pilot program and is staffed by a team
7 . leader and a rotation of project man-
make it easier for agers who cover shifts on a volunteer How does all of this work in
. basis within the Oncology Center of the Right-to-T Id?
OnCOIOgIStS to gather Excellence, but as we get a better idea S Al
the information they of the volume of calls, we will establish
. some permanent positions.
need to Submlt an RP: Right-to-Try and Expanded Access
are mutually exclusive programs. The
Expanded Access Do you expect there to be an main differences between these pro-
I‘equest, It’s Often increase in the number of re- grams are, first, that under Right to
quests due to Project Facilitate? Try, the drug has to have completed a

faster to speak toa phase | trial. That’s not the case with

I I d bl Expanded Access. Second, under Right
Knowle gea € person to Try, the patient doesn’t need permis-
on the phone rather RP: We expect there will beanincrease, ~ sion from the FDA and the FDA doesn’t

. at least initially, although possibly lon- ~ review these requests.
than Searchlng through ger term as well. As | mentioned earli-

; . er, there could be cancer patients who
a lot of information would benefit from Expanded Access Do you have buy-in from in-

on WebSitGS. but were unaware of it or their oncolo- dustry?
gists thought it would be too difficulta

? ? process. While we want more patients

to take part in clinical trials, and we

wantclinical trials that don’t exclude pa-




ISSUE 24 | VOL 45 | JUNE14,2019 | THE CANCER LETTER

RP: We held a workshop with the Rea-
gan-Udall Foundation on May 16 at the
FDA. Patient advocates and representa-
tives from several companies attended
and took part in the discussion of Proj-
ect Facilitate. Generally, the comments
we received were positive and construc-
tive regarding FDA's efforts to stream-
line Expanded Access. However, appar-
ently some pharmaceutical companies
require the healthcare facility to sign a
liability contract in order to supply the
drug, and negotiating this contract can
delay Expanded Access requests. This is
not an FDA requirement.

Does FDA need to estimate

the amount of drug that exists
to make it available?

RP: No, the FDA doesn’t supply the
drugs to the patients. The patient’s phy-
sician approaches the pharmaceutical
company to ask for its agreement that
it will provide the drug being sought.
The company has the right to approve
ordisapprove the physician’s request. If
the company agrees to the physician’s
request, the physician can then apply to
the FDA for authorization to proceed.

How would Project Facilitate

collect information on denials
of access by companies?

RP: Project Facilitate can follow up on
individual requests and gather infor-
mation, such as how many patients re-
ceived the investigational medical prod-
uctand if not, the reason itwas denied.

How would Project Facilitate
counteract social media cam-

paign and political pressure
that are often brought to bear
in such cases?

RP: Our hope is that Project Facilitate
will make it easier for oncology profes-
sionals to getaccurate information they
need about Expanded Access so that
they can assist their patients—not just
those with large Twitter or Facebook fol-
lowings, but any patient, anywhere in
the U.S.,who has a serious or life-threat-
ening cancer and who does not have
other treatment options and is unable
to access products through a clinical
trial. With information about available
products and the FDA Expanded Access
process, patients can make an informed
decision with their physician regarding
their treatment options.

As healthcare professionals ourselves
at the Oncology Center of Excellence,
we would rather help seriously ill pa-
tients get the best care they can get
without them having to launch social
media campaigns.

Isthere anythingwe’ve missed?

RP: The Project Facilitate phone num-
ber is 240-402-0004 and the email ad-
dress is OncProjectFacilitate@fda.hhs.
gov. We have been getting inquiries
from other countries since Project Fa-
cilitate launched on June 3, so | should
add that this program is only available
for U.S. oncologists and their patients.
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Cancer survivors
predicted to number
over 22M by 2030

There were more than 16.9 million
Americans with a history of cancer on
Jan. 1, 2019. The number is projected to
reach more than 22.1 million by 2030
based on the growth and aging of the
population alone, according to esti-
mates from Cancer Treatment and Sur-
vivorship Statistics, 2019.

The report is produced every three years
by the American Cancer Society in collab-
oration with NCl to help the publichealth
community better serve this growing pop-
ulation. Itappearsin CA: ACancerJournal
for Clinicians, with a companion consum-
eredition published as Cancer Treatment
and Survivorship Facts & Figures.

The number of cancer survivors contin-
ues to increase in the U.S., even as inci-
dencerates are stable in women and de-
clining in men. This is due to a growing
and aging population, as well as increas-
es in cancer survival due to advances in
treatment and early detection.

The report uses the term “cancer survivor”
to describe a person who has a history of
cancer, from the time of diagnosis through
the remainder of their life. However, it is
importantto note many people with a his-
tory of cancer do not embrace this term.
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The report estimates there are cur-
rently 8.1 million males and 8.8 million
females in the U.S. with a history of
cancer. About two out of three cancer
survivors (68%) were diagnosed five
or more years ago and nearly one in
five (18%) was diagnosed 20 or more
years ago. Nearly two-thirds (64%) are
aged 65 years or older. In addition, the
report estimates that in the U.S., there
are 65,850 cancer survivors 14 years and
under and 47,760 ages 15 to 19.

The authors’ estimate of the number of
cancer survivors in 2030 (22.1 million) is
based on population projections pro-
duced by the U.S. Census Bureau, using
currentincidence, mortality, and surviv-
al rates. Changes in cancer occurrence
and survival, due to advances in treat-
ment and early detection, could further
impact cancer prevalence.

Many survivors cope with long-term
physical effects of treatment as well
as psychological and socioeconom-
icsequelae.

Challenges also remain for survivors
and their caregivers with regard to navi-
gating the health care system, including
poor integration of survivorship care be-
tween oncology and primary care set-
tings, as well as financial and other bar-
riers to quality care, particularly among
the medically underserved.

“People with a history of cancer have
unique medical, psychosocial, and eco-
nomic needs that require proactive as-
sessment and management by health
care providers,” said Robin Yabroff, se-
nior scientificdirector of Health Services
Research and co-author of the report.
“Although there are growing numbers
of tools that can assist patients, care-
givers, and clinicians in navigating the
various phases of cancer survivorship,
further evidence-based resources are
needed to optimize care.”

Thereportsaid identification of the best
practices for delivering quality rehabili-
tation and posttreatment cancer care is
needed and points to ongoing efforts by

the American College of Surgeons, the
Alliance for Quality Psychosocial Cancer
Care, and the American Cancer Society.

Identifying colorectal
cancer subtypes

in patients could

lead to improved
treatment decisions

Researchers at the USC Norris Compre-
hensive Cancer Center found identifying
a metastatic colorectal cancer patient’s
Consensus Molecular Subtype could
help oncologists determine the most
effective course of treatment. CMS also
had prognostic value, meaning each
subgroup was indicative of a patient’s
overall survival, regardless of therapy.

The results are from the multi-cen-
ter phase Il CALGB/SWOG 80405 trial
and published in the Journal of Clini-
cal Oncology.

CMS categorizes colorectal cancer into
four distinct, biologically characterized
subgroups based on how mutations in
the tumor behave. The subgroups were
created using data from several research
teams around the world that had pre-
viously analyzed tumors of colorectal
cancer patients who were treated with
surgery and adjuvant chemotherapy.

Although CMS classification is not based
on clinical outcomes, there seemed to
be patterns in how different subtypes
responded to treatment.

“We wanted to understand the impor-
tance of CMS for patients with meta-
static disease who are treated with the
two mostimportant first-line therapies,”
said Heinz-Josef Lenz, professor of med-
icine in the Division of Oncology at the
Keck School of Medicine of USC and J.
Terrence Lanni Chairin Gastrointestinal
Cancer Research at USC Norris. Lenz was
the lead author on the study. “We antic-
ipated that CMS had prognostic value,


https://onlinelibrary.wiley.com/doi/full/10.3322/caac.21565
https://ascopubs.org/doi/abs/10.1200/JCO.18.02258
https://ascopubs.org/doi/abs/10.1200/JCO.18.02258
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but we were impressed at how strongly
CMS was associated with outcomes.”

The study compared the efficacy of
two different therapies (chemotherapy
and cetuximab vs. bevacizumab) on 581
metastatic colorectal cancer patients
categorized by CMS. The data showed
astrong association between a patient’s
CMS subtype and both overall survival
and progression-free survival. For ex-
ample, patients in CMS2 had a median
overall survival of 40 months compared
to 15 months for patients in CMS.

CMS also was predictive of overall sur-
vival among patients on either treat-
ment, with patients in certain subtypes
faring better on one therapy over the
other. Survival for CMS1 patients on
bevacizumab was twice that of those on
cetuximab, whereas survival for CMS2
patients on cetuximab was six months
longer than for bevacizumab.

“This study establishes the clinical utility
of CMSin treating colorectal cancer,” said
Lenzinastatement. “Italso provides the
basis for more research to uncover ad-
ditional clinically significant predictive
signatures within these subtypes that
might better personalize patient care.”

Currently, itis not possible to order pa-
tient subtyping, though multiple efforts
are underway to develop an assay ap-
proved for clinical use. Lenz estimates
this could happenin a matter of months.

Until then, Lenzand his colleagues contin-
uetoanalyze data from more than 44,000
samples of blood, tissue, and plasma in
one of the largest, most comprehensive
research efforts to characterize DNA,
RNA, and germline DNA in colon cancer.

“This is only one study of many more to
come thatwill help us understand this dis-
ease at the molecular level so we can pro-
vide better care for patients,” Lenz said.

CALGB/SWOCG 80405 is supported by a
grant from NCI. Genentech also funded
the study. Primary study contributors
included teams led by Alan Venook

from the University of California, San
Francisco; Federico Innocenti from the
University of North Carolina, Chapel
Hill; Omar Kabbarah from Genentech;
and Fang—Shu Ou from Alliance for Clin-
ical Trials in Oncology at Mayo Clinic.

Study suggests higher
triple-negative breast
cancer incidence
among black women
is not generalizable

A new study found substantial varia-
tionin the prevalence of triple-negative
breast cancer among black women with
breast cancer by birthplace in the U.S.

The prevalence of triple-negative breast
cancer was highest among U.S.-born
and Western-African—born black wom-
en, followed by Caribbean-born, and
Eastern-African-born black women.

The study is published in the journal
Cancer and its findings suggests the
typical notion of higher proportional
burden of triple-negative breast can-
ceramong black women is not general-
izable to all women of African descent.

Triple-negative breast cancer is ap-
proximately twice as common, both in
proportion of breast cancers and in in-
cidence rates among black women than
white women in the U.S., a factor that
is often considered as one contributor
to lower breast cancer survival among
black patients.

Black populationsin the U.S. are diverse,
comprising people born in the U.S. as
well as immigrants from various coun-
tries. Rapidly growing numbers of immi-
grants from different national and so-
cial backgrounds during the most recent
three or four decades have reshaped the
overall black population in the U.S.

In 2013, about 9% of the black popu-
lation was documented as being born
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outside the U.S., with approximately
one-half born in the Caribbean, 35%
born in Sub-Saharan Africa, and 9%
born in Central and South America.

It is also notable the highest levels of
within-population genetic diversity
have been reported among persons who
self-identified as blacks than among
those in other racial groups. Still, nativ-
ity and geographic origin among black
women has seldom been examined,
even as nativity-related differences
may improve the understanding of the
etiologic heterogeneity of breast cancer.

Investigators, led by Hyuna Sung of the
American Cancer Society, examined the
prevalence of triple-negative and hor-
mone receptor-negative breast cancer
among black women in the National
Program of Cancer Registries and U.S.
Cancer Statistics.

The authors identified 65,211 non-His-
panic black women who were diag-
nosed with invasive breast cancer from
2010 through 2015 and who were re-
corded as being born in the U.S., East
Africa, West Africa, or the Caribbean.

They found compared with U.S.-born
black women, the prevalence rate ratio
of triple-negative breast cancer was 13%
lower among Caribbean-born women,
and 46% lower 0.54 among Eastern-Af-
rican—born black women.

“Itis not clear what risk factors are asso-
ciated with subtype prevalence by birth-
place,” said Sung. “However, the similar-
ity in breast cancer subtype prevalence
between U.S.-born and Western-Afri-
can—born blacks, contrasted against the
differences with Eastern-African—born
blacks, may in partreflect shared ances-
try-related risk factors.”

Theauthors conclude “presenting breast
tumor subtype in black women as a
single category is not reflective of the
diverse black populations in the nation.
Their study “calls for a concerted effort


https://onlinelibrary.wiley.com/doi/10.1002/cncr.32293

for more complete collection of birth-
place information in cancer registries.”

DRUGS & TARGETS

FDA approves
chemoimmunotherapy
regimen in diffuse
large B-cell lymphoma

FDA granted accelerated approval to
Polivy (polatuzumab vedotin-piig), a
novel antibody-drug conjugate, in com-
bination with the chemotherapy benda-
mustine and rituximab product, to treat
adult patients with diffuse large B-cell
lymphoma that has progressed or re-
turned afteratleast two prior therapies.

FDA granted the approval of Polivy to
Genentech. It granted the application
Breakthrough Therapy and Priority Re-
view designations. Polivy also received
Orphan Drug designation.

Polivy is an antibody thatis attached toa
chemotherapy drug. Polivy binds toaspe-
cific protein (CD79b) found only on B cells,
then releases the chemotherapy druginto
those cells. Efficacy was evaluated in a
study of 80 patients with relapsed or re-
fractory DLBCL who were randomized to
receive Polivy with BR or BR alone.

Efficacy was based on complete re-
sponse rate and duration of response,
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defined as the time the disease stays in
remission. At the end of treatment, the
complete response rate was 40% with
Polivy plus BR compared to 18% with BR
alone. Of the 25 patients who achieved
a partial or complete response to Polivy
plus BR, 16 (64%) had a DOR of at least
six months and 12 (48%) had a DOR of
at least12 months.

FDA approves
two indications
for Keytruda

FDA has approved Merck’s Keytruda as
monotherapy in patients whose tumors
express PD-L1 (Combined Positive Score
>1) orin combination with platinum and
fluorouracil for the first-line treatment
of patients with metastatic or unresect-
able, recurrent head and neck squa-
mous cell carcinoma.

The approval is based on results from
pivotal phase Ill KEYNOTE-048 trial,
where Keytruda demonstrated a sig-
nificantimprovementin overall survival
compared with the EXTREME regimen
(cetuximab with carboplatin or cispla-
tin plus FU) as monotherapy in patients
whose tumors expressed PD-L1 (CPS >1)
(HR=0.78 [95% Cl, 0.64-0.96]; p=0.0171)
and in combination with chemotherapy
in the total study population (HR=0.77
[95% Cl, 0.63-0.93]; p=0.0067).

With these new indications, Keytruda
is the first anti-PD-1 therapy approved
in the first-line setting as monother-
apy in patients whose tumors express
PD-L1 (CPS >1) or in combination with
chemotherapy regardless of PD-L1 ex-
pression for patients with metastatic or
unresectable, recurrent HNSCC and the
first anti-PD-1 therapy to demonstrate a
statistically significantimprovementin
OS in these patients.

Keytruda was initially approved for
the treatment of patients with recur-
rent or metastatic HNSCC with disease
progression on or after platinum-con-

taining chemotherapy in 2016 under
the FDA’s accelerated approval process
based on objective response rate data
from the phase Ib KEYNOTE-012 trial.

In accordance with the accelerated ap-
proval process, continued approval was
contingent upon verification and descrip-
tion of clinical benefit, which has now
beendemonstrated in KEYNOTE-048 and
has resulted in the FDA converting the ac-
celerated approval to a full approval.

This approval is based on data from
the prespecified interim analysis of
the phase lll KEYNOTE-048 trial, a ran-
domized, multi-center, open-label, ac-
tive-controlled trial conducted in 882
patients with metastatic HNSCC who
had not previously received systemic
therapy and who were considered in-
curable by local therapies.

Randomization was stratified by tumor
PD-L1 expression (Tumor Proportion
Score >50% or <50%) according to the
PD-L1IHC 22C3 pharmDx kit, HPV status
according to p16 IHC (positive or nega-
tive), and ECOG Performance Status (0
vs. 1). Patients were randomized 1:1:1 to
one of the following treatment arms:

« Keytruda 200 mg intravenously
every three weeks;

« Keytruda 200 mgintravenously
every three weeks, carboplatin AUC
5 mg/mL/min intravenously every
three weeks or cisplatin 100 mg/mz2
intravenously every three weeks
and FU 1000 mg/mz2/day as a contin-
uous intravenous infusion over 96
hours every three weeks (maximum
of six cycles of platinum and FU);

« Cetuximab 400 mg/mz intravenously
as the initial dose then 250 mg/mz in-
travenously once weekly, carboplatin
AUC 5 mg/mL/min intravenously ev-
ery three weeks or cisplatin 100 mg/
mz2 intravenously every three weeks
and FU 1000 mg/mz2/day as a contin-
uous intravenous infusion over 96
hours every three weeks (maximum
of six cycles of platinum and FU).
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Among the 882 patients, the study pop-
ulation characteristics were: median age
of é1years (range, 20 t0 94), 36% age 65 or
older; 83% male; 73% White, 20% Asian,
and 2.4% Black; 61% had ECOG PS of 1;
and 79% were former or current smok-
ers. Twenty-two percent of patients’ tu-
mors were HPV positive; 23% had PD-L1
TPS >50%; and 95% had stage IV disease
(19% were stage IVA, 6% were stage VB,
and 70% were stage IVC). Eighty-five per-
cent of patients’ tumors had PD-L1 ex-
pression of CPS >1, and 43% had CPS >20.

Treatment with Keytruda continued until
RECIST vi.1-defined progression of dis-
ease as determined by the investigator,
unacceptable toxicity, or a maximum of
24 months. A retrospective re-classifica-
tion of patients’ tumor PD-L1 status ac-
cording to CPS using the PD-L1 IHC 22C3
pharmDx kitwas conducted using the tu-
mor specimens used for randomization.

The main efficacy outcome measures
were OS and progression-free survival
as assessed by blinded independent
central review according to RECIST v1.1
(modified to follow a maximum of 10
target lesions and a maximum of five
target lesions per organ) sequentially
tested in the subgroup of patients with
CPS >20, the subgroup of patients with
CPS >1 and the overall population.

In KEYNOTE-048, the safety of Keytru-
da,asasingleagentandin combination
with platinum (cisplatin or carboplatin)
and FU chemotherapy, was investigated
in patients with previously untreated,
recurrent, or metastatic HNSCC.

The median duration of exposure to KE-
YTRUDA 200 mg every three weeks was
3.5 months (range, 1 day to 24.2 months)
inthe KEYTRUDA single agentarm and
was 5.8 months (range, 3 days to 24.2
months) in the combination arm.

Keytruda was discontinued for adverse
reactions in 12% of patients in the Ke-
ytruda single agent arm. The most
common adverse reactions resulting in

permanentdiscontinuation of Keytruda
were sepsis (1.7%) and pneumonia (1.3%).
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or GE) adenocarcinoma tissues is inter-
preted using Combined Positive Score.

FDA approves PD-L1
IHC 22C3 pharmDx
assay in HNSCC

FDA has approved Agilent Technologies
Inc.s PD-L11HC 22C3 pharmDx assay for
expanded use.

The assay is now approved as an aid in
identifying patients with head and neck
squamous cell carcinoma for treatment
with Keytruda (pembrolizumab), an-
ti-PD-1 therapy manufactured by Merck.

Keytruda, as a single agent, is indicated
forthe first-line treatment of patients with
metastaticor unresectable, recurrent HN-
SCCwhose tumors express PD-L1 (CPS >1)
as determined by an FDA-approved test.

PD-L1 IHC 22C3 pharmDx is the only
companion diagnostic FDA-approved
to aid in the identification of HNSCC
patients for treatment with KEYTRUDA.
HNSCC is the fifth cancer type for which
PD-L1 IHC 22C3 pharmDx has gained
FDA approval in the U.S.

Keytruda is a humanized monoclonal
antibody thatincreases the ability of the
body’s immune system to help detect
and fight tumor cells. Keytruda blocks
the interaction between PD-1 and its
ligands, PD-L1 and PD-L2, thereby acti-
vating T lymphocytes, which may affect
both tumor cells and healthy cells.

Agilent developed PD-L1 IHC 22C3
pharmDx in partnership with Merck &
Co. PD-L1IHC 22C3 pharmDx also helps
physicians identify non-small cell lung
cancer, cervical cancer, gastric or GE] ad-
enocarcinoma, and urothelial carcinoma
patients for treatment with Keytruda.

PD-L1 expression in NSCLC tissues is in-
terpreted using Tumor Proportion Score.
PD-L1 expression in HNSCC, urothelial
carcinoma, cervical cancer, and gastric

Cofactor Genomics
joins FNIH Biomarkers
Consortium

Cofactor Genomics said it has become
a member of the Foundation for NIH
Biomarkers Consortium with the goal
of advancing the adoption of multidi-
mensional biomarkers in cancer and
immune-related diseases.

Formally launched in 2006, the FNIH Bio-
markers Consortium isa major public-pri-
vate biomedical research partnership
managed by the FNIH with broad par-
ticipation from stakeholders across bio-
medical research, including government,
industry, academia, patient advocacy,
and other not-for-profit organizations.

In addition to the FNIH, founding mem-
bersinclude NIH, FDA, the Pharmaceu-
tical Research and Manufacturers of
America, the Centers for Medicare &
Medicaid Services, and BIO.

The FNIH Biomarkers Consortium
brings together expertise and resources
of various partners to rapidly identify,
develop, and seek qualification of po-
tential high-impact biomarkers partic-
ularly to enable improvements in drug
development, clinical care, and regula-
tory decision-making.

Cofactor’s success in demonstrating the
utility of Predictive Immune Modeling
with their ImmunoPrism assay posi-
tions them to add value to a number of
the initiatives of the FNIH Biomarkers
Consortium, specifically in the area of
inflammation, immunity, and cancer.

Cofactor’s technical teams will partic-
ipate in the FNIH Biomarkers Consor-
tium and offer expertise in Immuno-
Prism reagents and services to achieve
advanced profiling ofimmune response.
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The Cancer Letter
wins investigative,
design awards

The Cancer Letter won four 2019 Date-
line Awards from the Washington, D.C.
Chapter of the Society of Professional
Journalists:

- Investigative Journalism, Newslet-
ter/Trade Publications, first place,
for “When Surgical Innovation Kills,”
by Matthew Ong

« Front Page Design, Newsletter/
Trade Publications, first place,
by Jacqueline Ong and Kather-
ine Goldberg

« Photo Illustration, Newsletter/Trade
Publications, first place, by Kather-
ine Goldberg

« Series, Newsletter/Trade Publica-
tions, finalist, for “From Rhetoric
to Harm,” by Paul Goldberg and
Matthew Ong

Ong has won six Dateline Awards over
the past five years. This is the third
time Ong has won a first-place Dateline
Award for his investigative work on min-
imally invasive surgery and cancer-relat-
ed outcomes.

Ong’s series has also received awards
from six organizations, including the
National Press Club, the national Soci-
ety of Professional Journalists, and the
National Institute for Health Care Man-
agement (The Cancer Letter, How Med-
ical Devices do Harm, 2014-2017; When
Surgical Innovation Kills, 2018-2019).

This is the second consecutive year The
Cancer Letter has won first-place de-
sign awards.

Here are a few of The Cancer Letter’s
award-winning covers published in 2018:
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ARTIFICIAL INTELLIGENCE CAN
ENTREMNCH DISPARITIES—
HERE'S WHAT WE MUST DO

NEW DRUGS AND NEW IDEAS
ARE TRANSFORMING AML

ERS IN ANTI-TOBACCO
OVEMENT CITE NATIONAL ACADEMY
INT

SHARPLESS ADDS 4100 MILLION TO
NCI'S RPG POOL, R015 FOR YOUNG
STICATORS BOOSTED B'

IMMUNOLOGISTS SEEK WAYS TO MAKI
TILIN SOUD TUMORS AS EFFECTIVE A:
CAR TIN BLOOD CANCERS
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https://cancerletter.com/articles/morcellation
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