JOSE BASELGA RESIGNS AS
PHYSICIAN-IN-CHIEF AT
MEMORIAL SLOAN KETTERING

JoséBaselgahasresigned from his positionas physician-
in-chief and chief medical officer of Memorial Sloan
Kettering Cancer Center less than a week after The
New York Times and ProPublica reported that he had
failed to disclose his conflicts of interest.
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PHYSICIAN-IN-CHIEF AT
MEMORIAL SLOAN KETTERING

By Paul Goldberg and Matthew Bin Han Ong

fter the conflicts—involving mil-

lions of dollars—were enumerated
in an article published Sept. 9, Baselga
attempted a mea culpa strategy while
MSK pointed out that disclosure rules
are vague and inconsistent.

The Cancer Letter’s analysis of docu-
ments that emerged during thisimbro-
glio demonstrates that Baselga didn’t
apply standard rules for disclosure, ap-
parently believing, for example, that,
in papers dealing with basic and trans-
lational research, conflicts are not sub-
ject to disclosure. Similarly, he seemed
to believe that no disclosure was need-
ed in papers on compounds that are no
longer viable.

Documents made public during this
controversy but until now not analyzed
publicly suggest that Baselga’s inter-
pretation of disclosure was so idiosyn-

José Baselga has resigned from his position as physician-in-
chief and chief medical officer of Memorial Sloan Kettering
Cancer Center less than a week after The New York Times
and ProPublica reported that he had failed to disclose his
conflicts of interest in scientific and medical journals and

at professional meetings.

craticthat all 178 papers that list him as
an author during his time at MSK could
be tainted. He disclosed conflicts on 72
of those papers, but adequacy of dis-
closure may need to be examined. The
remaining papers—where no disclo-
sure was made—add up to 105.

A story about Baselga’s interpretation
of disclosure rules and his inconsistent
applicationof what he believed require-
ments to be appears on page 8.

“| fear my continued role leading clini-
cal care and research will become too
much of a distraction to the hospital
and its remarkable team of physicians,
researchers and staff,” Baselga wrote
in a resignation letter he submitted to
Craig Thompson, MSK president and
CEO, on Sept. 13. “I take full responsi-
bility for failing to make appropriate

disclosures in scientific and medical
journals and at professional meetings.”

Pledging to continue to update his own
disclosures, Baselga called for great-
er consistency in disclosure require-
ments. “It is my hope that this situation
will inspire a doubling down on trans-
parency in our field and at MSK, other
research institutions, industry, pub-
lications, professional societies and
other stakeholders continue to work
together to standardize the disclosure
process,” he wrote.

Baselga’s resignation became effective
immediately. His letter of resignation
is posted here.

Announcing Baselga’s
Thompson wrote:

resignation,


https://www.nytimes.com/2018/09/08/health/jose-baselga-cancer-memorial-sloan-kettering.html
https://cancerletter.com/download/16308/




Dear MSK Colleagues,

Earlier today | accepted the resig-
nation of José Baselga, MD, PhD,
as Physician in Chief. His letter of
resignation is here, and | believe
it speaks for itself. It is effective
immediately.

Dr. Baselga has made numerous
contributions to our organization,
our patients, and the field of can-
cer treatment and research. We are
grateful for his service.

Lisa DeAngelis MD, currently the
Chair of Neurology, will become
the acting Physician in Chief while
a search for Dr. Baselga’s succes-
sor is conducted. Dr. DeAngelis is a
leader in the field of neuro-oncol-
ogy and is held in high esteem by
her colleagues throughout MSK.
We are thankful for her willingness
to take on this challenging role.

Questions about Dr. Baselga’s dis-
closures and relationships with
outside organizations have caused
concern from the community, our
staff, and mostimportantly our pa-
tients and family members. Asyou
know, MSK has robust programs
in place to manage how our staff
should work with outside organi-
zations and we are confident of
strong compliance in this area. We
will remain diligent. There will be
continued discussion and review of
these matters in the coming weeks.

Everyone at MSK is united around
the commitment to deliver the
highest quality care. Our first obli-
gation is to our patients and their
wellbeing throughout treatment.
In this we have never wavered.

Regards,

Craig Thompson
President and CEO
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Mea culpa proved
insufficient

Some of the information in the
Times-ProPublica story was readi-

ly available.

Payments to physicians can be looked
up on a government-run database. Key
in “Baselga™—or any other name—and
compare the results with disclosures
made to journals and profession-
al societies.

Journal editors—or, for that matter,
college interns—can play this game
with ease, butasa rule refrain from do-
ing so, leaving it to authors to be guid-
ed by the honor system and relying on
institutions to monitor ethics of their
faculty members.

The Open Payments database extends
through the end of 2017 and is limited
to payments by companies with FDA
approved, marketed products used
by Medicare. Payments from private
companies with drugs in develop-
ment, as well as payments made in
2018, do not appear in Open Payments.
Patents held by authors are also sub-
ject to disclosure, but are not listed in
Open Payments.

Disclosed conflicts of interest rarely
lead to rejection of a paper, while fail-
ure to disclose causes embarrassment
and worse. Indeed, there is little doubt
that had Baselga made appropriate
disclosures to journals and profession-
al societies, he would still have been
able to publish and present. Many
physicians and scientists have compet-
ing interests, but generally the rule of
thumb is to err on the side of disclosing
more rather than less.

When he was first contacted by report-
ers from the Times and ProPublica,
Baselga attempted to explain his ra-
tionale for making disclosure, creating
a document that instead revealed his
misinterpretation of these rules and
demonstrated the magnitude of the

problem—and therefore his and MSK’s
potential exposure.

When the news story about Baselga’s
failure to disclose was published on
Sept. 9, he attempted a mea-culpa-
mea-culpa-mea-culpa-mea-maxima-cul-
pa strategy, apparently hoping that this
issue will be categorized as a problem
of compliance with vague and incon-
sistent disclosure rules, and blow away.

The text of that email, which was ob-
tained by The Cancer Letter, follows:

From: Baselga, Jose T./
Physician-in-Chief
Subject: message from
Jose Baselga

Dear MSK Colleagues,

| apologize if any of the coverage
and comments in the New York
Times and ProPublica has caused
any of my colleagues at MSK any
embarrassment or professional or
personal discomfort.

| take responsibility for failing to
make appropriate disclosures in
scientificand medical journals and
at professional meetings. | have al-
ready updated disclosures in medi-
cal journals and will continue to do
so until the record is complete.

| want to be clear that while | may
have been inconsistent in disclos-
ing, the article does not question
the validity of the research and the
studies that were published.

| am committed to transparen-
cy and accountability in all of our
dealings. That is my goal and |
know | need to do better. | know
you share my commitment to de-
veloping new treatments and med-
icines that will help our patients
suffering from cancer.


https://www.cms.gov/openpayments/
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| will be meeting with my team
to discuss the article and will set
up an opportunity to answer your
questions and concerns. | value
your inputs and trust.

Best regards,
Jose

It’s not clear how widely the Baselga
email was circulated prior to publica-
tion in The Cancer Letter.

According to the Times and ProPublica
story, Baselga made “nearly $3.5 million
in payments from drug, medical equip-
ment and diagnostic companies from
August 2013 through 2017” and that
“since 2014, he has received more than $3
millionfrom Rochein consulting feesand
for his stake in a company it acquired.”

According to the database, Genentech,
a unit of Roche, paid Baselga a bit over
$2.8 million for his stake in Seragon
Pharmaceuticals Inc. A company press
release identifies Baselga as a found-
ing member of Seragon’s clinical and
scientific advisory board. Seragon was
purchased for$725 millionin cash. Sub-
sequently, Genentech halted develop-
ment of that company’s lead product, a
Selective Estrogen Receptor Degrader
called GDC-0810.

In a Sept. 9 letter addressed to “MSK
Colleagues,” Thompson and Kathryn
Martin, MSK chief operating officer,
commented on the Times and Pro-
Publica story, suggesting that the dis-
closure requirements are “nebulous”
and that problem of insufficient disclo-
sure may extend beyond Baselga.

“MSKand ourfaculty need todo a better
job,” they wrote. “In addition, we need
to work with journal publishers and
professional societies to standardize
the reporting process,” they wrote. “We
have had ongoing discussions with the
American Society for Clinical Oncology
about their model, as well as the value

ofacommon standard for oncology dis-
closures injournals and presentations.”

Further, Thompson and Martin argued
thatissues of academic freedom are in-
volved. “We also believe in supporting
academic freedom and the ability of
individual researchers to engage in the
scientific process, including publica-
tion of results,” Thompson and Martin
wrote. “This extends to the judgment
exercised by individual researchers
and their responsibilities as authors
with regard to disclosure.”

The text of the Sept. 9 email from
Thompson and Martin follows:

Subject: IMPORTANT MESSAGE
FROM CRAIC THOMPSON AND
KATHRYN MARTIN

Dear MSK Colleagues,

This morning’s print edition of The
New York Times carries a front-
page story regarding an analysis
of voluntary disclosures made by
Dr. Jose Baselga to journals and at
professional meetings. The matter
of disclosure is serious.

MSK has robust programsin place to
ensure the quality, safety and excel-
lence of MSK’s patient care and re-
search. These programs govern how
our staff should work with outside
organizations, including the phar-
maceutical industry. They apply to
all members of the MSK community.

We have asked Dr. Baselga to re-
view his disclosures and work with
the various medical societies and
journal editors to correct the record
of appropriate papers and presen-
tations as the journals and societ-
ies see fit. He started that process
and has already been in communi-
cation with several organizations.

The issues surrounding author dis-
closures are complex, as there are

nebulous guidelines about when
and how to make voluntary dis-
closures. We also believe in sup-
porting academic freedom and the
ability of individual researchers to
engage in the scientific process, in-
cluding publication of results. This
extends to the judgment exercised
by individual researchers and their
responsibilities as authors with re-
gard to disclosure.

MSK and our faculty need to do a
better job. In addition, we need to
work with journal publishers and
professional societies to standard-
ize the reporting process. We have
had ongoing discussions with the
American Society for Clinical On-
cology about their model, as well
as the value of a common standard
for oncology disclosures injournals
and presentations.

We are supportive of ASCO’s ef-
forts in this area and the leader-
ship demonstrated by that orga-
nization. The issue of disclosure
extends well beyond the world of
oncology and MSK will also look to
the efforts of other organizations,
including the Association of Ameri-
can Medical Colleges.

Our work with industry partners
is integral to MSK’s charitable
mission of providing high quality
cancer care, leading research, and
medical education with the goal of
improving cancer treatment. Col-
laboration with industry leaders,
from early stage startups to large
corporations, is necessary to fo-
cus on bringing better treatments
to patients.

MSK will continue to promote
transparency and accountability.
And we encourage industry collab-
oration, as it is a driving force that
has led to the approval of novel,
life-saving cancer treatments for
countless patients across the globe.
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A color-coded document Baselga created
to explain himself instead illustrated the
extent of his confusion and exposure

By Paul Goldberg

H owever, the extentof the disclosure
problem created by Baselga, who
stepped down as physician-in-chief
and chief medical officer Sept. 13, can
be assessed publicly—even in the
comfort of one’s own office—thanks
to a document Baselga himself creat-
ed in order to explain his rationale for
disclosing some competing interests
while remaining mum on others.

If the document he created in response
to questions from reporters from The
New York Times and ProPublica is an
indication, Baselga was guided by a
highly unconventional interpretation
of disclosure requirements and was
inconsistent in applying even his own
version of these standards.

As a result, all of Baselga’s 178 papers
published between 2013 and now—
while he was at MSK—may be taint-

The discussions that took place in the executive offices
of Memorial Sloan Kettering Cancer Center over the past
week aren’t publicly known. Ditto conversations at top-
tier medical journals and professional societies, which are
assessing the aftermath of José Baselga’s systematic failure
to disclose his conflicts of interest.

ed, experts say. Even in papers where
Baselga has made a disclosure, the
disclosure could be incomplete. Three
other categories of papers, where he
didn't disclose, are: papers where he
believed no disclosure was required,
papers where the need for disclosure
was, in his view, debatable, and papers
where he admits an oops. According to
Baselga’s analysis, 105 papers fall into
these three categories.

Presentations made at meetings of
professional societies are open to
challenge, too.

Realizing that just one failure to dis-
close can ruin a career, most research-
ers consideritasafe practice todisclose
everything, avoiding making their own
judgments on relevance.

To explain his rationale to the Times
and ProPublica, Baselga put together
a list of the publications that cited him
as an author between 2013 and 2018
and color-coded it, thus dividing his 178
publications into four categories:

« “Publications where | disclosed

« “Publications that represented basic
laboratory or translational work

« “Publications where disclosures are
debatable. Most of them concerned
exploratory biomarkers or report-
ing the results of early clinical trials
with experimental agents for which
adecision had been reached at the
time of publication to not develop
further. These publications had no
clinical nor financial implications.

« “Publications to be disclosed.”
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Atable below illustrates this breakdown:

disclosed basic/translational debatable to be disclosed Bas'elg.a’s color-coded dOCl:lment—

2013 5 g ] which is central to understanding what

> > happened at MSK—was previously

2014 21 6 5 2 published by the Times and ProPubli-

2015 9 7 3 1 ca, but, until now, hasn’t been analyzed

2016 ; © B / publicly. The document is posted here.

2017 J Ik C 2 The Cancer Letter asked three ethicists
2018 5 4 2 to review Baselga’s document:

72 62 26 17

“Dr. Baselga’s method of distinguishing which publications require disclosure
is at least odd and appears to misunderstand the whole point of disclosure.
Science develops incrementally, with each investigation building on the next.
Scientists reading basic science reports or reports on biomarkers, which were
not at this point targeted to be further developed, need to be alerted by dis-
closures to possible bias.

“Disclosures of financial ties can be helpful as one evaluates the report. No
one is questioning the integrity of Dr. Baselga’s research, but the simple act
of remembering one’s financial ties and disclosing them is a helpful step in
keeping us all honest about our work.”

“As best | can tell, he seems to think unless his research involves a positive
clinical trial, he need not disclose. | think. But, that standard is not what is ex-
pected by journals! Nor, if my speculation is right, does it make much sense in
managing conflicts of interest which can arise in all manner of studies—Dbasic,
translational, negative and clinical.

“I think we should all be disclosing as required, but it is not all clear to me what
difference disclosure makes. You still see many arrangements that raise an
eyebrow or sometimes induce a yawn. | don’t think disclosure is the answer to
managing conflicts of interest.”
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“| looked this over. It is interesting to say the least with regard to the degree of
parsing of the justification for non-disclosure that the investigator has undertak-
en—presumably after the fact. | think the principles which govern the reasons
for why we ask investigators to disclose their potential and relevant COI prevent
investigators from doing this kind of parsing. As well, my understanding of jour-
nal policies would prevent investigators from making these kinds of distinctions.
That is, investigators should simply disclose their relationships, and the journals
then can either, in turn, disclose these relationships within any articles they decide
to publish or decide whether and which disclosures are relevant on their own and
have those disclosed in the articles.

“As well, the very nature of the accepted definition of what a conflict of interest
is, i.e., what a third party could perceive as a conflict that could cloud an investi-
gator’s judgement, would prevent investigators from making these kinds of de-
terminations of what’s relevant and what does not need disclosure. In fact, as it
is in this case, it just seems too easy after the fact to judge the lack of disclosure
coming as a result of clouded judgment—especially if the remuneration in some
of these instances is as large as reported.”

66

It just seems too

easy after the fact

to judge the lack of
disclosure coming as
a result of clouded
judgment—especially
if the remuneration
in some of these
Instances is as

large as reported.

99

— Christopher Daugherty

The view that papers about basic lab-
oratory and translational research do
not require disclosure of competing in-
terests is inconsistent with standards
of most journals and professional so-
cieties, experts say. The same applies
to studies focused on what Baselga
describes as “exploratory biomarkers
or reporting the results of early clini-
cal trials with experimental agents for
which a decision had been reached at
the time of publication to not devel-
op further”

An explanation of the standards of
the International Committee of Medi-
cal Journal Editors, which are used by
many journals, reads:

“This section asks about your finan-
cial relationships with entities in the
bio-medical arena that could be per-
ceived to influence, or that give the

appearance of potentially influencing,
what you wrote in the submitted work.

“You should disclose interactions with
ANY entity that could be considered
broadly relevant to the work. For ex-
ample, if your article is about testing
an epidermal growth factor receptor
(EGFR) antagonist in lung cancer, you
should report all associations with en-
tities pursuing diagnostic or therapeu-
tic strategies in cancer in general, not
justin the area of EGFR or lung cancer.

“Report all sources of revenue paid (or
promised to be paid) directly to you
or your institution on your behalf over
the 36 months prior to submission of
the work. This should include all mon-
ies from sources with relevance to the
submitted work, not just monies from
the entity that sponsored the research.
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“Please note that your interactions
with the work’s sponsor that are out-
side the submitted work should also be
listed here. If there is any question, it is
usually better to disclose a relationship
than not to do so.

“For grants you have received for
work outside the submitted work, you
should disclose support ONLY from
entities that could be perceived to be
affected financially by the published
work, such as drug companies, or foun-
dations supported by entities that
could be perceived to have a financial
stake in the outcome. Public funding
sources, such as government agencies,
charitable foundations or academic in-
stitutions, need not be disclosed.

“For example, if a government agency
sponsored a study in which you have
been involved and drugs were pro-
vided by a pharmaceutical company,
you need only list the pharmaceuti-
cal company.”

The standards of disclosure are now
being applied to Baselga’s work
retroactively.

“The American Association for Can-
cer Research has a longstanding track
record of ensuring scientific integrity
and ethics,” said an AACR spokesper-
son. “To this end, we regularly evaluate
our policies and practices and are cur-
rently reviewing our conflict of inter-
est guidelines. After this evaluation is
completed, we will make any neces-
sary revisions or updates.

“We are in review of Dr. Baselga’s docu-
mentation and will issue any necessary
updates of the disclosures, as we have
for other authors of articles in our sci-
entific journals. This information will
be visible to future readers of the jour-
nal articles in question.”

Baselga is a co-editor of Cancer Discov-
ery, an AACR journal, and a past presi-
dent of the professional society.

The American Society of Clinical Oncol-
ogy is investigating, too.

“ASCO takes its disclosure and conflict
of interest policies very seriously,” a
spokesperson for the professional so-
ciety said to The Cancer Letter. “Based
on the specific concerns raised in the
recent New York Times/ProPublica ar-
ticle, we have begun an internal review
of Dr. Jose Baselga’s recent disclosures
for annual meeting presentations as
well as journal publications.

“Once ASCO staff have completed the
internal review, ASCO volunteer lead-
ers will be responsible for determining
next steps, according to our estab-
lished policies for both continuing ed-
ucation activities and journals. Once
final decisions have been reached, they
will be communicated to Dr. Baselga.”

Baselga is in communication with the
New England Journal of Medicine, a
spokeswoman for the journal said.
“We've received updated forms from
Dr. Baselga, and we have questions for
him that must be answered for them
to conform with our requirements. We
await his answers,” said Jennifer Zeis,
manager of communications and me-
dia relations for NEJM Group.

JAMA Editor-in-Chief Howard Bauch-
ner, said his journal is investigating.
“JAMA is currently working with Dr.
Baselga to clarify his conflict of inter-
est statements in JAMA and the JAMA
Network Journals,” Bauchner said in
a statement.

The Lancet is looking into it as well. “We
are investigating these claims, and
take issues regarding conflicts of in-

1

terests very seriously,” said Seil Collins,
head of media and communications at
The Lancet journals.

A spokesperson for Nature Research
said its guidelines for authors are clear.

“Nature Research journals require au-
thors to declare to the editors any
competing financial and/or non-finan-
cial interests in relation to the work
described that could be perceived by
readers as inadvertently or deliberate-
ly influencing their presentation of the
research,” the spokesperson said.

“The corresponding author is respon-
sible for submitting a competing in-
terests statement on behalf of all au-
thors of the paper. This policy is clearly
stated in our guide to authors, which
also includes examples of financial
and non-financial competing interests:
http://www.nature.com/authors/poli-
cies/competing.html.

“Authors are encouraged to consider
funding and employment while en-
gaged in the research, as well as per-
sonal financial interests, such as stocks
and shares, with organizations that
may gain or lose financially through
the publication of that specific paper.

“We believe that primary responsibility
for ensuring that researchers’ conduct
is appropriate lies with their employ-
ers, rather than with journal editors.
However, should we become aware
that the COI statement attached to a
published paper is not compliant with
our policies, we will look into the mat-
ter carefully and will update the liter-
ature when appropriate to ensure that
the scientific record is accurate.”


http://www.nature.com/authors/policies/competing.html
http://www.nature.com/authors/policies/competing.html
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ASCO urges CMS to drop proposal
that threatens to reduce access for
Medicare cancer patients

« For long-term success, Medicare

must change course and devel-
op payment policies to support rather
than weaken the provision of cancer
care in the United States,” ASCO Pres-
ident Monica Bertagnolli wrote in the
letter to CMS. “We urge CMS to refrain
from finalizing any proposals that
would result in any cuts in payments
for cancer services and to work col-
laboratively with ASCO to implement
global payment reforms, including the
development and implementation of
new APMs (Alternative Payment Mod-
els) that are widely available to all can-
cer professionals.”

The ASCO comment letter makes the
following points:

1. 2019 Medicare Physician
Fee Schedule

« ASCO supports the proposal to
reduce documentation burdens

Through a combination of payment reductions, some
provisions of the 2019 Medicare Physician Fee Schedule
proposed rule will undermine access to cancer care for

Medicare beneficiaries, the American Society of Clinical
Oncology wrote in a comment letter to the Centers for

Medicare & Medicaid Services.

for Evaluation and Manage-
ment services, but urges CMS
not to pair it with reductions
in payment that will nega-
tively impact patient access
to care. Reducing administra-
tive burdens should not come
at the expense of resources
dedicated to cancer care.

« ASCO urges CMS to withdraw
the proposal to consolidate
E&M payments and to create
add-on codes for inherent visit
complexity because it will reduce
the resources that Medicare
dedicates to its most complex
patient populations—includ-
ing patients with cancer.

« ASCO opposes any changes to
the indirect practice expense
methodology to accommo-
date the flawed E&M payment
policies because they would

create unsustainable reductions
in payment for drug adminis-
tration and other services rou-
tinely delivered in cancer care.

« ASCO appreciates that the

agency does not intend to apply
the proposed Multiple Procedure
Payment Reduction (MPPR) to
drug administration services and
opposes any potential expan-
sion of the MPPR that could
apply to drug administration
services delivered on the same
date of service as an E&M visit.

« ASCO urges CMS not to finalize

the proposed reduction in the
add-on rate for Part B drugs
subject to payment through
the Wholesale Acquisition
Cost (WAC) methodology, but
to instead focus on pursuing
comprehensive solutions that
drive value-based cancer care.


http://click.broadcastemail.asco.org/?qs=b347e5ce94a173bdc3f3b8fb59f38a3b0534c827b3c088d355caca55e2b67e2ff0999a134479aefcbbb018bec349cc9502f7470781ec2543
http://click.broadcastemail.asco.org/?qs=b347e5ce94a173bd205068b6955cf0aea4f046ec8cb24a0585f90ba417a1d68a4d0b9c85b5fe628ba49f3d7fd57804d9cb56a0f69213f071
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« ASCO supports expanding cover-
age and reimbursement for ser-
vices that do not require face-to-
face interactions, and urges CMS
to finalize its proposal to pay for
Virtual Check-Ins, Remote Eval-
uation of Pre-Recorded Patient
Information, and Interprofes-
sional Internet Consultations.

2. Additional Changesin Part B
Payment Policy

« ASCO urges CMS to continue
implementation of the appro-
priate use program for diagnos-
ticimaging in an incremental
manner. ASCO supports gradual
expansion of the Appropriate
Use Criteria program, including
an educational and operation-
al testing period in 2020.

3. 2019 Quality Payment Program

« ASCO appreciates the agency’s
prompt implementation of the
exclusion of Part B drug pay-
ments from the Merit-Based
Incentive Payment System
payment adjustment and
the eligibility calculation for
the low-volume threshold.

« ASCO urges CMS to exclude all
drug costs from the assessment
of cost performance and refrain
from increasing the weight of
the cost performance category in
the MIPS scoring methodology
until the agency implements a
cost measurement methodol-
ogy that fairly and accurately
assesses resource use in cancer
care. ASCO urges CMS to priori-
tize developing episodes of care
that are capable of fairly and
accurately evaluating the cost
of medical oncology services.

« ASCO encourages CMS to
provide more complete feedback
in response to improvement
activity nominations to ensure
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nominating parties receive a
clearjustification of the agency’s
rationale for including or exclud-
ing nominated activities in the
improvement activity inventory.

» ASCO commends CMS for re-
forming the Promoting Interop-
erability performance category
measures to emphasize the
exchange of health information.

« ASCO supports the removal of
the Base Score and encourages
the agency to complete its tran-
sition away from “all-or-nothing”
scoring in the Pl performance cat-
egory by removing the require-
ment for MIPS participants to
report data on each Pl measure.

« ASCO encourages CMS to re-
consider including the Verify
Opioid Treatment Agreement
measure as either a bonus or
mandatory measure in the
Pl performance category and
recommends the agency reas-
sign this activity to the Practice
Improvement category of MIPS.

« ASCO urges CMS to withdraw
its proposal that would require
Qualified Clinical Data Registries
to enter a licensing agreement
with CMS as a condition for ap-
proving QCDR quality measures.

« ASCO urges CMS to standard-
ize the timeline for removing
topped-out QCDR measures
and MIPS measures to re-
porting in the MIPS Quality
Reporting category.

« ASCO urges CMS to adopt the
Patient Centered Oncology
Payment Model as an Ad-
vanced Alternative Payment
Model to promote ongoing
patient access to cancer care
and foster new value-based
approaches to cancer care.

« ASCO supports the implementa-
tion of the Medicare Advantage

Quality Improvement Demon-
stration Program to exclude
professionals that participate in
value-based arrangements with
Medicare Advantage Organiza-
tions from MIPS reporting and
the MIPS payment adjustments.

Advanced APMs
in oncology

In ASCO’s view, there is an urgent need
to increase the number of Advanced
APMs in oncology.

“The current Medicare fee-for-service
policies are over-reliant on an outdated
coding system that does not provide
reimbursement to support services,
that are essential for high-quality and
high-value cancer care,” Bertagnolli
wrote in the letter. “These services in-
clude patient management, care-coor-
dination and other supportive services
that are necessary to optimize out-
comes for cancer patients.”

For example, ASCO said its PCOP mod-
el is designed to address challenges
facing the cancer care delivery system
today, since it adheres to value-based
clinical pathways, and aligns physician
reimbursement with the full range
of services needed to treat patients
with cancer.

Advanced APMs are needed in oncol-
ogy to promote patient access to care
and foster value-based approaches to
treating cancer, ASCO said.

“ASCO urges CMS to expand and pro-
mote strategies that support oncolo-
gy care, and in turn, some of the most
complex—and costly—conditions
Medicare beneficiaries face,” ASCO
leadership wrote in a statement. “In-
novation that comes from designing
alternative payment models would en-
hance both the quality and cost effec-
tiveness of the care patients receive.”


http://click.broadcastemail.asco.org/?qs=b347e5ce94a173bdd45c590d2c5a0d68a40c53264eb3437fab9cebd28927205674d64ae4f986bc80d58447ea4a820ffc73199812f9dab6e8
http://click.broadcastemail.asco.org/?qs=b347e5ce94a173bdd45c590d2c5a0d68a40c53264eb3437fab9cebd28927205674d64ae4f986bc80d58447ea4a820ffc73199812f9dab6e8
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Nearly 350 groups
join AACR in Rally for
Medical Research

RALLY *

MEDICAL
RESEARCH

CAPITOL HILL DAY

s, FallyFarMadiealResaarch.org
Fatytn s | SaRTFariN

Nearly 350 organizations took part in
the sixth annual Rally for Medical Re-
search Hill Day—Iled by the American
Association for Cancer Research—on
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Sept.12and13toadvocate forsustained
annual funding increases for NIH.

On Sept. 12, the reception included
remarks from NIH Director Francis
Collins, Sens. Roy Blunt (R-MO) and
Patty Murray (D-WA), as well as Rep.
Kevin Yoder (R-KS). Rep. Jamie Raskin
(D-MD) spoke at breakfast on Sept. 13
to scientists, health professionals, and
patient advocates who participated in
the Rally for Medical Research Hill Day.

Advocates expressed their apprecia-
tion to Senate offices for passing a bill
with a $2 billion funding increase for
NIH in fiscal 2019, and requested that
the House support the Senate-passed
funding level of $39.1 billion for NIH in
the latest version of the Labor-HHS ap-
propriations bill.

“There is a very strong level of enthusi-
asm on Capitol Hill to provide the NIH
with its fourth consecutive significant
annual funding increase, which was
underscored when the Senate voted
overwhelmingly (85-7) last month for
a bill that included a $2 billion increase
for the NIH in FY 2019,” Jon Retzlaff,
chief policy officer of the AACR, said in
a statement. “If the $2 billion increase
proposed by the Senate is also sup-
ported by the House, it would translate
to a 30 percent increase for the NIH
since FY 2016.”

The Rally for Medical Research was
launched in April 2013.

Stand Up To Cancer
2018 telecast raises
$123.6 million

Stand Up To Cancer said more than

$123.6 million has been pledged col-
lectively so far in connection with the
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Sept. 7 “roadblock” fundraising tele-
castin the United States and Canada.

The funds pledged toward the SU2C
scientific model will be directed to col-
laborative research programs utilizing
SU2C’s scientific oversight in both the
United States and Canada.

The live show was SU2C’s sixth bi-
ennial fundraising telecast since the
organization launched in 2008 and
marks ten years of impact in the fight
against cancer.

In the U.S., SU2C is still accepting do-
nations at www.StandUpToCancer.org
and at1-888-90-STAND (78263).

The telecastis available at www.Stand-
UpToCancer.org/show.

Allis, Grunstein,

Glen, Steitz win 2018
Lasker Awards

The Albert and Mary Lasker Founda-

tion announced Sept. 11 the winners of
its 2018 Lasker Awards:

C. David Allis


https://standuptocancer.org/su2c-show/
https://standuptocancer.org/su2c-show/
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Michael Grunstien

C. David Allis from Rockefeller Uni-
versity and Michael Grunstein from
the University of California, Los Ange-
les will receive the Albert Lasker Basic
Medical Research Award, for discover-
ies elucidating how gene expression is
influenced by chemical modification
of histones—the proteins that pack-
age DNA within chromosomes.

John B. Glen, formerly from AstraZen-
eca, will be honored with the Lask-
er~DeBakey Clinical Medical Research
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Award, for the discovery and develop-
ment of propofol, a chemical whose
rapid action and freedom from residu-
al effects have made it the most widely
used agent for induction of anesthesia
in patients throughout the world.

Joan Argetsinger Steitz from Yale Uni-
versity will receive the Lasker~Koshland
Special Achievement Award in Medical
Science, for four decades of leadership
in biomedical science—exemplified by
pioneering discoveries in RNA biology,
generous mentorship of budding sci-
entists, and vigorous and passionate
support of women in science.

Widely regarded as America’s top
biomedical research prize, the Lask-
er Awards carry an honorarium of
$250,000 for each category. The
awards will be presented Friday, Sept.
21, in New York City.

$3.2 million NIH
grant aims to correct
diagnostic errors

for breast cancer

In a new UCLA-led study, funded by
a $3.2 million NCI grant, researchers

will examine how perception and cog-
nition interact in the interpretation
of breast biopsy images. The aim is to
improve physicians’ diagnostic skills
and accuracy.

Joann Elmore, a UCLA Jonsson Com-
prehensive Cancer Center member
and professor of medicine in the David
Geffen School of Medicine at UCLA, is
leading the five-year project which will
study diagnostic errors made by resi-
dentsin training as well as experienced
pathologists.

“Pathologists want to be better at their
job and find every suspicious lesion,
but when they do make errors, itcan be
hard to know why,” said Elmore, who is
also director of the UCLA National Cli-
nician Scholars Program. “This project
will use advanced eye-tracking tech-
niques that measure exactly where the
pathologist was looking during each
case so that we can determine what is
leading to diagnostic errors.”

Elmore’s previous research has iden-
tified high levels of disagreement and
errors among physicians in the diagno-
sis of cancer.

CPRIT surpasses $2
billion milestone
with 64 new grants

With the approval of 64 new research,
product development, and prevention
grants totaling more than $177 million,
the Cancer Prevention & Research In-
stitute of Texas has awarded $2.15 bil-
lion of the $3 billion approved by Texas
voters in 2007 to fight cancer.

CPRIT’s Academic Research program
awarded 51 new grants to 16 different
Texas institutions, including a Core Fa-
cility Support Award to Texas Southern
University, a first-time CPRIT grantee.
The awards are posted here.


http://www.cprit.state.tx.us/news/cprit-surpasses-2-billion-milestone-with-64-new-grants/
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CPRIT hasawarded 1,317 grants totaling
more than $2.15 billion. During the 85th
Texas Legislature, CPRIT’s Sunset Re-
view date was extended by two years
to 2023 to allow the agency to use fully
all funds approved by Texas voters.

Sidney Kimmel
—Jefferson joins
Driver network

The Sidney Kimmel Cancer Center —
Jefferson Health announced a collab-
oration with Driver, a first-of-its-kind
global technology platform that con-
nects cancer patients to the best treat-
ments, which has launched in the Unit-
ed States and China.

Driver’s platform enables any patient,
anywhere in the world, to access treat-
ment options across an unprecedent-
ed network of cancer centers without
leaving home.

NCI and the Chinese National Cancer
Center are the founding members of
Driver’s global network. To date, more
than thirty leading cancer centers in
addition to SKCC comprise Driver’s
network, including the Cleveland Clin-
ic; Mayo Clinic; Massachusetts General
Hospital; University of California, San
Francisco; University of California, Los
Angeles; Duke University; University of
North Carolina; and Emory.

In order to provide patients with ex-
tensive cancer treatment options and
information, Driver processes medical
records and tumor data, then offers
current evidence-based treatment
guidelines as well as information on
clinical trials for which a patient is po-
tentially eligible that are being offered
at any of the cancer centers in Driv-
er's network.

Driver’s lead investor is Horizons Ven-
tures, with whom Driver has partnered

from its inception to build its platform
in Chinain parallel to the United States.

Three community
health care systems
to use Flatiron’s
OncoCloud Suite

Tennessee Oncology, New York Cancer
& Blood Specialists, and West Cancer
Center has joined up to form OneO-
ncology, a technology platform that
utilizes Flatiron Health’s OncoCloud
Suite, which includes OncoEMR, the
company’s electronic medical records
management system.

OneOncology connects over 225 oncol-
ogy providers who treat nearly 158,000
cancer patients every year at more
than 60 care locations, according to
the health systems. General Atlantic,
a global growth equity firm, invested
in OneOncology to ensure its “trans-
formation to a value-based cancer
care system.”
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FUNDING OPPORTUNITIES

NCCN-Lilly RFP on
quality of care in
gastric cancer

The National Comprehensive Cancer
Network announced a collaboration
with Eli Lilly and Co. to offer a new op-
portunity seeking proposals to bridge
gapsin care for gastricand gastroesoph-
agealjunction cancer patientsin the U.S.
The Request for Proposals outlines the
scope and process that will be followed
for the submission of Letters of Intent.

The intent of the RFP is to encourage
U.S. organizations to submit LOls de-
scribing conceptsandideas fordevelop-
ing, implementing, and evaluating pro-
grams that close clinical practice gaps
and improve the quality of care for pa-
tients with gastric/GE] cancer through
adherence to evidence-based medicine
guidelines, and improved competence
and performance of health care provid-
ers and health care systems.

NCCN views this collaboration with Lilly
as clear recognition of the advantages
offered to industry and organizations
treating cancer patients through the
NCCN Oncology Research Program.

LOls are due by 11:59 PM EDT, Wednes-
day, Oct. 24. Please direct questions
in writing to Nicole Kamienski at ka-
mienski@nccn.org with the subject
line, “2018 Gastric Project.”



https://www.linkedin.com/company/The-Cancer-Letter/
mailto:kamienski@nccn.org
mailto:kamienski@nccn.org
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Study details
incidence and timing
of immunotherapy-
related fatalities

Vanderbilt-Ingram Cancer Center re-
searchers have answered questions
about the incidence and timing of
rare but sometimes fatal reactions to
the most widely prescribed class of
immunotherapies.

Their research, which appeared in
JAMA Oncology, is the largest evalua-
tion of fatal immune checkpoint inhib-
itor toxicities published to date. They
determined that although these severe
events can happen, the risks are “with-
in or well below” fatality rates for more
common cancer treatments, including
chemotherapy, stem cell transplants,
and complex cancer surgeries.

The study was supported by NIH, NCI,
The Cancer ITMO of the French Nation-
al Alliance for Life and Health Sciences,
the James C. Bradford Jr. Melanoma
Fund and the Melanoma Research
Foundation.

When fatal reactions did occur, they
tended to happen early after start-
ing treatment, on average 15-40 days,
depending upon the type of immune
checkpoint inhibitor. Their study fur-
ther characterized the fatal toxicities
and timing of reaction by type of can-
cer and specificdrug.

“These drugs are quite transformative,”
said Douglas Johnson, senior author of
the article. “The benefits outweigh the
risks, but patients and doctors should
be aware of their toxicities. These side
effects can be quite severe, and they
are something that we really need to
pay attention to.”

The team sorted through more than 16
million adverse drug reaction reports
in a World Health Organization da-
tabase searching for those related to
immune checkpoint inhibitors. They
also reviewed the records from seven
academic centers, including Vander-
bilt, that have been at the forefront of
immunotherapy research. Additional-
ly, they conducted a meta-analysis of
published trials for the drugs.

Checkpoint inhibitors unleash the im-
mune system to attack cancer, but they
may also spur an attack on organs, in-
cluding the heart, lungs, liver and co-
lon. Steroids are prescribed to relieve
myocarditis, pneumonitis, hepatitis,
and colitis, and are usually extremely
effective. Timely treatment with ste-
roids is crucial, Johnson said.

“Some of the patients who died had a
long delay before they received ste-
roids,” Johnson said. “In some cases,
the patient didn’t call in to report their
symptoms or experienced a very un-
usual presentation that was difficult
to diagnose.”

The data also showed that older pa-
tients were more prone to experience
fatal toxicities, although the occur-
rence was still rare.

“We don’t necessarily think that older
patients have more side effects, but
when they do have toxicities, they can
potentially have more complications,”
Johnson said.

The team found 613 fatal immune
checkpoint inhibitor toxicities within
the more than 16 million reports in the
WHO pharmacovigilance database
(Vigilyze) from 2009 to 2018.

Myocarditis had the highest fatality
rate, as nearly 40 percent of patients
with this side effect died.

The review of records from the seven
academic centers revealed a 0.6 per-
cent fatality rate. The meta-analysis
of data from 112 clinical trials showed
a fatality death rate ranging from
0.36 percent to 1.23 percent, depend-
ing upon the specific type of immune
checkpoint inhibitor.

The study notes that this range is “dra-
matically lower than the near 100 per-
cent fatality rate for metastatic solid
tumors.” The FDA has at this point in
time approved immune checkpoint in-
hibitors for 13 different types of meta-
static cancers.
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“We have clinics full of patients now
who received these treatments who
are alive today because they respond-
ed to these treatments,” Johnson said.

CARsgen Therapeutics
and CrownBio
complete CAR-T study
for gastric cancer

Crown Bioscience has completed a
joint study with CARsgen Therapeutics
and Shanghai Cancer Institute, demon-
strating the elimination of gastric tu-
mors in mice using CLDN18.2 target-
ing CAR-T cells. The work was recently
published in the Journal of the National
Cancer Institute.

CAR-T cells were engineered to target
Claudin18.2 and tested in gastric ade-
nocarcinoma PDX models expressing
high levels of Claudin 18.2.

“Humanized antibodies were devel-
oped and tested for their ability to re-
direct CAR-T cells on our PDX models.
Tumor elimination was observed with
no deleterious effect on normal gastric
tissue in the mice, further validating it
as high value CAR-T target and demon-
strating a promising result for gastric
and other CLDN18.2 positive tumors,”
said Henry Li, a co-author on the paper
and senior vice president of research
and innovation at Crown Bioscience.

Bavencio + Inlyta
improved PFSin
advanced RCC

Merck KGaA and Pfizer Inc. announced
positive top-line results from the piv-
otal phase Il JAVELIN Renal 101 study
evaluating Bavencio (avelumab) in
combination with Inlyta (axitinib),
compared with Sutent (sunitinib) as
initial therapy for patients with ad-
vanced renal cell carcinoma.

As part of a planned interim analysis,
an independent Data Monitoring Com-
mittee confirmed that the trial showed
a statistically significant improvement
in progression-free survival by cen-
tral review for patients treated with
the combination whose tumors had
programmed death ligand-1 positive
expression greater than 1 percent (the
primary objective), as well as in the
entire study population regardless of
PD-L1 tumor expression (the secondary
objective).

According to the statistical analysis
plan, if PFS was statistically significant
in the PD-L1+ subgroup, then PFS in the
entire study population was to be ana-
lyzed for statistical significance. JAVE-
LIN Renal 101 will continue as planned
to the final analysis for the other pri-
mary endpoint of overall survival.

No new safety signals were observed,
and adverse events for Bavencio, In-
lyta, and Sutent in this trial were con-
sistent with the known safety profiles
for all three medicines. The alliance
intends to pursue a regulatory submis-
sion in the U.S. based on these interim
results, and these results will be dis-
cussed with global health authorities.
A detailed analysis will also be submit-
ted for presentation at an upcoming
medical congress.

In Dec. 2017, the FDA granted Break-
through Therapy Designation for
Bavencio in combination with Inlyta
for treatment-naive patients with ad-
vanced RCC. Despite available ther-
apies, the outlook for patients with
advanced RCC remains poor. About
20 to 30 percent of patients are first
diagnosed at the metastatic stage.
The five-year survival rate for patients
with metastatic RCC is approximately
12 percent.

JAVELIN Renal 101 is a global Phase Il
multicenter, randomized (1:1) study in-
vestigating the efficacy and safety of
Bavencio in combination with Inlyta as
a first-line treatment option compared
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with SUTENT monotherapy in 886 pa-
tients with advanced RCC across all
risk groups.

The primary objectives are to demon-
strate that Bavencio in combination
with Inlyta is superior to Sutent mono-
therapy in prolonging PFS or OS in pa-
tients with PD-L1+ tumors. Bavencio
was administered at 10 mg/kg IV every
two weeks in combination with Inlyta
at 5 mg orally twice daily; Sutent was
administered at 50 mg orally once dai-
ly, four weeks on/two weeks off.

The combination of Bavencio and Inly-
tais under clinical investigation for ad-
vanced RCC, and there is no guarantee
this combination will be approved for
advanced RCC by any health authori-
ty worldwide.

Inthe US, INLYTA is approved as mono-
therapy for the treatment of advanced
RCC after failure of one prior systemic
therapy. Inlyta is also approved by the
European Medicines Agency for use in
the EU in adult patients with advanced
RCC after failure of prior treatment
with Sutent or a cytokine.

IMV Inc. and Merck
to evaluate DPX-
Survivac + Keytruda

IMV Inc. said it has expanded its clini-
cal program with a phase Il basket trial
evaluating its lead candidate, DPX-Sur-
vivac, in combination with low dose cy-
clophosphamide and Merck’s anti-PD-1
therapy, Keytruda (pembrolizumab) in
patients with select advanced or recur-
rent solid tumors.

“The clinical data from our recent ASCO
meeting presentation demonstrated
for the first time the unique potential
of DPX-Survivac to generate solid tu-
mor regressions in ovarian cancer,” said
Frederic Ors, chief executive officer
of IMV Inc.


https://academic.oup.com/jnci/advance-article-abstract/doi/10.1093/jnci/djy134/5091914
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The open-label, multicenter, phase I
basket study will evaluate the safety
and efficacy of the immunotherapeu-
ticcombination agents in patients with
bladder, liver (hepatocellular carcino-
ma), ovarian, or non-small cell lung
cancers as well as tumors shown to be
positive for the microsatellite instabili-
ty high biomarker.

Investigators plan to enroll more than
200 patients across five indications at
multiple medical centers in Canada
and the United States. IMV expects
to initiate trial enrollment in the 4th
quarter of 2018.

This is the third clinical trial evaluating
the combination of DPX-Survivac, low
dose cyclophosphamide, and pem-
brolizumab in advanced recurrent can-
cers. Two ongoing investigator-spon-
sored phase Il trials are evaluating this
combination in patients with advanced
ovarian cancer and diffuse large
B-cell lymphoma.

DPX-Survivac is the lead candidate in
IMV’s new class of immunotherapies
that programs targeted T cells in vivo.
It has demonstrated the potential
for industry-leading targeted, per-
sistent, and durable T cell activation
against cancer.

This mechanism of action is key to gen-
erating durable regressions in solid tu-
mors, IMV said. DPX-Survivac consists
of survivin-based peptide antigens for-
mulated in IMV’s proprietary DPX drug
delivery platform. DPX-Survivac is be-
lieved to work by eliciting a prolonged
cytotoxic T cell attack on cancer cells
presenting survivin peptides.

Survivin, recognized by NCI as a tu-
mor-associated antigen, is broadly
over-expressed in most cancer types,
and plays an essential role in antag-
onizing cell death, supporting tu-
mor-associated angiogenesis, and
promoting resistance to anti-cancer
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therapies. IMV has identified over 15
cancer indications in which the over-ex-
pression of survivin can be targeted by
DPX-Survivac.

DPX-Survivac has received Fast Track
designation from FDA as maintenance
therapy in advanced ovarian cancet, as
well as orphan drug designation status
from the U.S. FDA and the European
Medicines Agency in the ovarian cancer
indication. Itis currently being evaluat-
ed in multiple phase Ib/ll clinical trials.

Clinical trial shows
best outcomes

to date for older
Hodgkin lymphoma
patients

Recently published results of a phase Il
clinical trial have shown the best out-
comes to date for newly diagnosed old-
erHodgkin lymphoma patients treated
with brentuximab vedotin given be-
fore and after doxorubicin, vinblastine
and dacarbazine (AVD) chemotherapy,
which is the standard of care.

Causes of poor outcomes for older
Hodgkin lymphoma patients are not
well understood although inability to
tolerate full doses of chemotherapy,
the existence of co-morbidities, dis-
ease biology, and other factors have
often been attributed.

The aim of this multicenter, investi-
gator-initiated study was to improve
outcomes for this difficult to treat
population. Results of the work were
published in the September 4 online
edition of the Journal of Clinical Oncology
(doi: 10.1200/])C0.2018.79.0139).

In this study, participants who were
initially untreated for their disease
received two ‘lead-in’ doses of sin-
gle-agent brentuximab vedotin, which

were followed by six cycles of standard
AVD chemotherapy. Responding sub-
sequently patients received four bren-
tuximab vedotin consolidation cycles.
Enrolled were 48 patients with a medi-
an age of 69; 82 percent had advanced
stage disease and 60 percent had high-
grade co-morbidities.

The overall response rate to the ini-
tial brentuximab vedotin lead-in dose
was 82 percent with a complete remis-
sion rate of 36 percent. After first-line
chemotherapy was administered, the
overall response rate and remission
rates were 95 percent and 90 percent,
respectively.

Additionally, the two-year progres-
sion-free survival rate was 84 percent
with an associated overall survival rate
of 93 percent on intent-to-treat analy-
ses. In addition, baseline assessment of
geriatric measures including activities
of daily living and presence of co-mor-
bidities was strongly prognostic for pa-
tient outcome in this study.

The authors said study limitations in-
clude the inability of some patients to
complete therapy as planned (23 per-
cent did not receive the prescribed six
AVD cycles; 48 percent did not com-
plete brentuximab vedotin consolida-
tion cycles). Strategies to decrease the
length of the therapy, either through
individual drugs or number of cycles
administered, should also be explored.

The research was funded as an inves-
tigator-initiated clinical trial via Seat-
tle Genetics. An earlier version of the
work was presented at the December
2017 American Society of Hematol-
ogy Annual Meeting; and in part at
the 10th International Symposium on
Hodgkin Lymphoma in October 2016 in
Cologne, Germany. Additional details
including information on conflicts of
interest can be found at: doi: 101200/
]C0.2018.79.0139.
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Children who develop
ALL may have
dysregulated immune
function at birth

A study has found that neonatal con-
centrations of eight detectable inflam-
matory markers were significantly dif-
ferent in children later diagnosed with
B-cell precursor acute lymphoblastic
leukemia compared with controls.

The study, published in Cancer Research,
a journal of the American Association
for Cancer Research, was conducted by
Signe Holst Sgegaard, a fellow in the
Department of Epidemiology Research
at Statens Serum Institut in Copenha-
gen, Denmark.

“Ourfindings suggestthatchildrenwho
develop ALL are immunologically dis-
parate already at birth,” said Sgegaard.
“This may link to other observations
suggesting that children who develop
ALL respond differently to infections in
early childhood, potentially promoting
subsequent genetic events required for
transformation to ALL, or speculations
that they are unable to eliminate pre-
leukemic cells.

Prior research indicates that ALL could
develop in children because of an over-
reaction to infections in childhood,
Sgegaard said. This may hold promise
for the prevention of childhood ALL
through early immune modulation.

Sgegaard and colleagues used data
from Denmark’s Neonatal Screening
Biobank and nationwide registers to
assess baseline characteristics of the
immune system of children born in
Denmark from 1995 to 2008, who at
ages 1-9 years were diagnosed with
B-cell precursor ALL, the most com-
mon ALL subtype in children.

They measured the concentrations of
inflammatory markers, including cy-

tokines and acute inflammatory pro-
teins, on neonatal dried blood spots
from 178 childhood ALL patients and
178 matched leukemia-free controls.

Inflammatory markers included inter-
leukin-6, its soluble receptor sIL-6R, IL-
8, Il-10, IL-12, 117, 11418, transforming
growth factor-1, monocyte chemotac-
tic protein-1, and C-reactive protein.

“These markers were chosen to provide
a broad picture of the neonatal im-
mune response,” Sgegaard said.

The study found children who later
developed B-cell precursor ALL had
statistically significantly different neo-
natal concentrations of eight of the
nine analyzed inflammatory markers,
compared with controls. I-10 con-
centrations were too low for accurate
measurement.

Neonatal concentrations of slL-6R, IL-
8, TGF-1, MCP-1, and CRP were statis-
tically significantly lower, while con-
centrations of IL-6, IL-17, and IL-18 were
statistically significantly higher among
B-cell precursor ALL patients, com-
pared with controls.

“We also demonstrated that sever-
al previously shown ALL risk factors,
namely birth order, gestational age,
and sex were associated with the neo-
natal concentrations of inflammatory
markers,” Sgegaard said. “These find-
ings raise the interesting possibility
that the effects of some known ALL
risk factors partly act through prenatal
programming of immune function.”

Limitations of the study include the
small number of studied inflamma-
tory markers and the limited sample
size, which made it impossible to de-
tect potential differences in the as-
sociation with inflammatory markers
between subtypes of B-cell precursor
ALL, Sgegaard said.

“Importantly, our study does not in-
form about the nature of the associa-
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tions observed, i.e., whether they are
causal or consequential. Accordingly,
further studies are needed both to
confirm the findings and to identify
the underlying mechanisms,” she said.

The study was conducted in collabo-
ration with researchers at Statens Se-
rum Institut in Copenhagen, University
Hospital Rigshospitalet, Copenhagen,
and University of Southern California,
Los Angeles. The research was spon-
sored by the Dagmar Marshall Foun-
dation, the A.P. Mgller Foundation, the
Danish Childhood Cancer Foundation,
the Arvid Nilsson Foundation, and
the Danish Cancer Research Founda-
tion. Sgegaard declares no conflict
of interest.

Drug for pancreatic
cancer targets two
genes atatime

A University of Houston researcher
has developed a synthetic compound,
MA242, that can inhibit two of the ma-
jor pathways of highly aggressive pan-
creatic cancer.

Ruiwen Zhang, a Robert L. Boblitt En-
dowed Professor in Drug Discovery,
has published his findings, along with
research associate professor of phar-
macology Wei Wang, in Cancer Re-
search Journal.

The drug may be a first-in-class, new
therapy for pancreatic cancer and a
new conceptual framework for devel-
oping other drugs.

“We developed a synthetic compound
that we call MA242, and it can deplete
both proteins at the same time increas-
ing specificity and efficiency of tumor
killing,” said Zhang. “In our molecular
modeling study, MA242 is a potent
dual inhibitor.” Though man-made, the
new compound is based on a type of
sea sponge.
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Stromal depletion and immunother-
apy also have been proposed to offer
substantial promise for treating ad-
vanced pancreatic cancer, but their
therapeutic impact remains unclear.

The two cancer-causing genes linked in
pancreatic cancer are nuclear factor of
activated T cells 1 and murine double
minute 2, a gene that regulates, and
depletes, the tumor suppressor gene
called ps3. If there is no tumor sup-
pressor p53 present, MDM2 will cause
cancer on its own. NFAT1 up-regulates
MDM2 expression and encourages
tumor growth.

Patients with pancreatic cancer have
too much MDM2 and NFAT1, which
has left these genes as open targets
for cancer therapy. Numerous studies
have shown reduced MDM2 can lead
to decreased tumor growth and pro-
gression. Healthy individuals have low
levels of MDM2 and NFAT1, but diet,
nutrition and environment can cause
higher levels in cells, said Zhang.

DRUGS & TARGETS

FDA approves
moxetumomab
pasudotox-tdfk for
hairy cell leukemia
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FDA has approved AstraZeneca’s mox-
etumomab pasudotox-tdfk, a CD22-di-
rected cytotoxin indicated for adult pa-
tients with relapsed or refractory hairy
cell leukemia who received at least two
prior systemictherapies, including treat-
ment with a purine nucleoside analog.

The approval was based on Study 1053
(NCT01829711) in patients with histo-
logically confirmed HCL or HCL variant
requiring treatment based on presence
of cytopenias or splenomegaly and
who had received prior treatment with
at least two systemic therapies, includ-
ing one PNA. Eligible patients had se-
rum creatinine <1.5 mg/dL or creatinine
clearance >60 mL/min as estimated by
the Cockcroft Gault equation. A total of
80 patients were enrolled; 77 with clas-
sic HCL and 3 with HCL variant. Patients
received moxetumomab pasudotox-td-
fk, 0.04 mg/kg as an intravenous infu-
sion, over 30 minutes on days 1, 3, and 5
of each 28-day cycle for a maximum of
6 cycles or until documentation of com-
plete response (CR), disease progres-
sion, or unacceptable toxicity.

Efficacy in HCL was evaluated by the
blinded independent review commit-
tee-assessed rate of durable CR con-
firmed by maintenance of hemato-
logic remission (hemoglobin >11 g/dL,
neutrophils >1500/mm3, and platelets
>100,000/mm3 without transfusions
or growth factor for at least 4 weeks)
more than 180 days after IRC-assessed
CR. The IRC-assessed durable CR rate
was 30 percent (24/80 patients; 95% Cl:
20, 41). The IRC-assessed CR rate was 41
percent (33/80 patients; 95% Cl 30,53).

The most common non-laboratory ad-
verse reactions (>20%) of any grade
were infusion related reactions, ede-
ma, nausea, fatigue, headache, pyrex-
ia, constipation, anemia, and diarrhea.
The most common grade 3 or 4 adverse
reactions (reported in at least >5% of
patients) were hypertension, febrile
neutropenia, and hemolytic uremic
syndrome. Adverse reactions resulting
in permanent discontinuation of mox-

etumomab pasudotox-tdfk occurred
in 15 percent (12/80) of patients. The
most common adverse reaction lead-
ing to discontinuation was HUS (5%).
The most common adverse reactions
resulting in dose delays, omissions, or
interruptions was pyrexia (3.8%).

The recommended dose of moxetum-
omab pasudotox-tdfk is 0.04 mg/kg
administered as a 30-minute intrave-
nous infusion on days1, 3, and 5 of each
28-day cycle for a maximum of 6 cycles
or until occurrence of disease progres-
sion or unacceptable toxicity.

Boehringer
Ingelheim acquires
all ViraTherapeutics
shares to develop
next-gen viral-
based therapies

Boehringer Ingelheim has acquired all
shares of ViraTherapeutics, a biophar-
maceutical company specializing in the
developmentofoncolyticviral therapies.

ViraTherapeutics developed the lead
candidate VSV-GP (Vesicular Stomati-
tis Virus with modified glycoprotein),
which is being investigated alone and
in combination with other therapies.
The total transaction value of EUR 210
million is based on an option and share
purchase agreement signed between
the companies in Aug. 2016.

The lead investigational candidate le-
veraging the platform, VSV-GP, has
shown promising results in pre-clinical
models, especially in combination with
key immune modulatory principles
Boehringer Ingelheim is developing.

ViraTherapeutics was a portfolio com-
pany of the two venture investors
EMBL Ventures and the Boehringer
Ingelheim Venture Fund.
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