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mobile devices.
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HOW A NEW JERSEY HOSPITAL USED
A MISGUIDED STUDY OF ROBOTIC
SURGERY TO WAGE AN ILL-FATED
WAR ON BREAST CANCER

By Matthew Bin Han Ong and Paul Goldberg

You mightwant to know that, accord-
ing to informed consent documents
forastudy thatwas approved by the IRB
at Monmouth Medical Center, all issues
stemming from robotic mastectomy
have been sorted out:

“You are being asked to participate in
this observational study because you
are planning to undergo a robot-

ic nipple-sparing mastectomy
(RNSM) either for preventative
or therapeutic purposes. This
procedure has been tested and
found successful for the treat-
ment or prevention of breast
cancer. Youwill not be asked

to participate in any experi-
mental procedures.”

FDA begs to differ. The
agency has not cleared
the da Vinci Surgical
System—the premier
device for robotic
surgery—for use in
treatment or preven-
tion of breast cancer.

Using a da Vinci robot for breast cancer surgery?

Is it safe? Effective?

Top-tier academicinstitutions disagree
as well. Memorial Sloan Kettering Can-
cer Center recently reached consensus
that the safety of robotic-assisted mas-
tectomy for cancer treatment has not
been demonstrated, and researchers
at MD Anderson Cancer Center
believe that there s

enough

equipoise around the procedure to
justify a large, multicenter randomized
trial (The Cancer Letter, April 5).

Folks at the New Jersey hospital appar-
ently felt that, with the pesky issues of
safety and efficacy declared resolved,
they could justify running an “obser-
vational study” focused on patient sat-
isfaction with robotic nipple-sparing
mastectomy. The hospital also advised
the study’s principal investigator,
Stephen A. Chagares, a practicing
surgeon who has no clinical trials
experience, that FDA review was
“not applicable.”

Well, not quite. In response to
questions from The Cancer Letter,
FDA said the investigational use
of robotic devices in mastectomy
procedures would require review
by the agency (The Cancer Let-

ter, April 5).

“Wow. | cannot imagine that
the hospital thought an Inves-
tigational Device Exemption
from the FDA wasn’t required.


https://cancerletter.com/articles/20190405_1/
https://cancerletter.com/articles/20190405_1/
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| don’t understand that,” Rita Redberg,
acardiologistand professor of medicine
at the University of California San Fran-
cisco, said to The Cancer Letter. “They
weren’'t only throwing the surgeon un-
der the bus, they're throwing their pa-
tients under the bus, too.”

Monmouth, a hospital with over 500
beds, is a teaching affiliate of the Rut-
gers Robert Wood Johnson Medical
School and a member of the RW]Barn-
abas Health system. The robotic mas-
tectomy protocol, which received IRB
approval on Aug. 15, 2018, was designed
to collect patient satisfaction datain the
short term as well as outcomes data
over 10 years. Up to 50 patients were to
be enrolled.

Launching this wow-inspiring effort
was the beginning of an ordeal that,
according to internal documents and
emails obtained by The Cancer Letter,
kept getting increasingly weird.

Last October, after two patients—a
woman with breast cancer and a man
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been asking tough questions about on-
cologic safety of several new directions
in surgery, wrote a pointed email to Mi-
chael Diamond, a reporter who wrote
the story for the Asbury Park Press.

It appears that the letter made its way
to the executive suite at Monmouth,
causing alarm that the hospital might
have a problem.

“In November 2018, Dr. Chagares’ sur-
gical coordinator tried to schedule an
RNSM procedure for a risk-reducing
patient. That was the first verbal notifi-
cation where the hospital informed our
group that the procedure was put on
hold, without any written confirmation,”
said Nicholas Fotopoulos, a research
coordinator on Chagares’s team and an
undergraduate student at Princeton
University who was involved in the de-
velopment of the Monmouth protocol.

“[The hospital administration] con-
firmed via telephone to Dr. Chagares
that all RNSMs are completely halted,
with no specifics as to why,” Fotopoulos

I cannot imagine that the hospital thought an

Investigational Device Exemption from the

FDA wasn’t required. I don’t understand that.

They weren’t only throwing the surgeon under

the bus, they’re throwing their patients under
the bus, too.

— Rita Redberg

who experienced rapid growth of pain-
ful breast tissue—underwent robotic
mastectomies at Monmouth, local press
declared their treatment a potential
“breakthrough.”

One reader, Hooman Noorchashm, a
surgeon and patient advocate who has
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said. “l received from that point a phone
call from Dr. Chagares, informing me
what he had just been told. He said the
hospital was concerned by a letter from
Dr. Hooman Noorchasm, and | also read
the news and the article that was pub-
lished in the Asbury Park Press.”

A conversation with Fotopoulos ap-
pears on page 19.

Few if any protocols list emails to re-
porters at local newspapers among
pre-specified reasons for ending a study
involving human subjects. Noorchashm
confirmed that he had contacted As-
bury Park Press.

“I basically told the reporter that he had
written an infomercial,” Noorchashm
said to The Cancer Letter. “I told him
that he had not done enough research.
| never directly contacted the medical
center. He sent my email to the hospital,
which was the right thing to do.”

Months after enrolling several patients
in a surgical outcomes study that isn’'t
designed to assess the safety and effi-
cacy of robotic mastectomy, Monmouth
officials publicly announced a moratori-
um on the procedure in December 2018,
citing “safety concerns.” (The Cancer
Letter, April 5).

Usually, when hospitals stop stud-
ies, they inform the investigators
and patients. Alas, this didn’t happen
at Monmouth.

To date, hospital administrators have
not provided written justification
for the hospital’s decision to end the
study—Tleaving surgeons, principal in-
vestigators, and patients in the dark
as to what the alluded-to “safety con-
cerns” might be.

“This is unacceptable,” said Arthur Ca-
plan, the Drs. William F. and Virginia
Connolly Mitty Professor of Bioethics
at New York University Langone Health
and the founding director of the Divi-
sion of Medical Ethics. “When you're
partnering with someone, you don’t
abruptly end a study without explain-
ing why, without explaining follow-up
options, what’s going to happen. Are
you going to track the people that were
inthe study, orare youjustleaving them
in the lurch?”


https://cancerletter.com/articles/20190405_1/
https://www.app.com/story/news/health/2018/10/17/breast-cancer-breakthrough-nj-surgeon-performs-mastectomies-robotics/1575957002/
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This was followed by another surprising
plot point.

After The Cancer Letter’s initial story
on robotic mastectomy April 5, Mon-
mouth’s chief medical officer, Tom
Heleotis, instructed the study’s lead
Pl and surgeon Chagares to stop col-
lecting data.

“All data and study materials related to
this protocol must be securely main-
tained for a minimum of three years;
and there should not be any collection
of any additional data on the subjects
already enrolled,” Heleotis wrote to
Chagares in an email April 15. Several
hospital executives were on the cc: list.

The Cancer Letter sent 64 questions over
the past two months to Monmouth, but
the hospital has not provided substan-
tive responses to any of these questions,
assuring us only that patient safety is
their “paramount concern.” Our ques-
tions and corrigendum to the April 5
story appears here.

“Of paramount concern to Monmouth
Medical Center (MMC) is patient safety,”
the hospital said in a statement April 10
and May 30 to The Cancer Letter. “After
an evaluation of the robotic mastecto-
my procedure, MMC promptly suspend-
ed the procedure, pending additional
investigation of its risks and benefits.”

Chagares declined to speak with The
Cancer Letter in detail, citing non-disclo-
sure agreements and attorney’s advice.

“Hospital leadership vetted the pro-
cess the hospital had me follow from
the start and re-vetted the process just
before the robotic assisted mastectomy
| performed when Dr. [Antonio] Toesca
[an Italian surgeon who pioneeered the
robotic procedure] arrived from lItaly,”
Chagares said in an email to The Cancer
Letter May 30.

“Please note that | am at equipoise on
robotic mastectomy. | would have been
happy to conduct a randomized trial or
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Surgeon Steven A. Chagares was the Pl on an ill-fated study of
robotic mastectomy at Monmouth Medical Center.

take part in one. Through this process,
I have relied on the directions of the IRB
process and guidance from the hospital.
| have been explicitly instructed not to
communicate with the press through-
out this ordeal. | am confident that the
hospital and the IRB committee will
take this opportunity to answer your
important and valid questions.”

Fotopoulos, the research coordinator
who had worked for Chagares, said
the surgeon received no “written offi-
cial communication as to why a com-
plete moratorium was placed on the
procedure.”

“We were told to not follow up with
those patients; no additional collection
of data. That’s greatly concerning. It’s
definitely a threat to patients’ health,”
Fotopoulos said. “Despite these in-
structions, Dr. Chagares is still follow-
ing the patients very closely, as he does
with all his mastectomy patients, as

is the medical standard of care. If Dr.
Chagares were to follow through with
those instructions, collect no more data,
to not observe the health outcomes of
your patients—that would be totally
inexcusable.”

The directive to stop collecting data
is even more disturbing, bioethicist
Caplansaid.

“If you're going to say, ‘We're shutting
down for safety reasons,’ you cannot,
must not, leave the subjects or the PI
in the lurch,” Caplan said to The Cancer
Letter. “They see that reported some-
where, they’re going to call the Pl and
say, ‘What’s going on?’

“Plus, you need to know if there are any
adverse events in the study group after
the study ends. Who do they report to?
Who do they tell? Who is paying? Should
something happen, it doesn’'t mean
that, when you shut the study down for


https://cancerletter.com/articles/20190405_1/
https://cancerletter.com/articles/20190407/
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safety issues, there’s not going to be a
safety issue in a year for somebody.”

IDE: “N/A”

Monmouth’s handling of the controver-
sy surrounding robotic mastectomy—
amidst ongoing debate on cancer-relat-
ed surgical outcomes—has implications
for federal policy on regulation of surgi-
cal devices.

How much rigor should be required
when surgeons innovate?

In conversations with The Cancer Letter,
breast surgeons at MSK and the Univer-
sity of Pennsylvania said they concluded
that there are no prospective clinical tri-
al data demonstrating that robotic mas-
tectomy doesn’t worsen cancer-related
outcomes (The Cancer Letter, April 5).

FDA concurs. Inresponse to the growing
use of robotically-assisted surgical de-
vicesas well as in response to questions
from The Cancer Letter, on Feb. 28, the
agency issued an advisory that states:

“The FDA is issuing this safety com-
munication because it is important for
health care providers and patients to
understand that the safety and effec-
tiveness of using robotically-assisted
surgical devices in mastectomy proce-
dures orin the prevention or treatment
of cancer has not been established.”

In the Feb. 28 advisory, FDA indicated
that device manufacturers looking to
market surgical tools for use in the pre-
vention or treatment of cancer may now
be required to study long-term oncolog-
ic endpoints in surgical trials “for time
periods much longer than 30 days.”

“There is limited, preliminary evidence
that the use of robotically-assisted sur-
gical devices for treatment or preven-
tion of cancers that primarily (breast)
or exclusively (cervical) affect women
may be associated with diminished

long-term survival,” FDA states in the
advisory (The Cancer Letter, March 1).

The agency considers robotic mastec-
tomies to be of “significant risk,” which
means surgeons and institutions are
required to seek an Investigational
Device Exemption from the agency to
study the procedure on-protocol, FDA
officials said.

“While individual health care provid-
ers may make individual treatment
decisions in the best interests of their
patients, any health care provider or
health care facility formally studying
the safety and effectiveness of the da
Vinci for mastectomy would be ex-
pected to have an IDE,” FDA said to The
Cancer Letter.

Hospital administrators advised Cha-
gares’s team that an IDE was not nec-
essary, Fotopoulos said.

“The hospital gave us a checklist of ev-
erything you need for the protocol to be
approved, and one of those items was
an IDE,” Fotopoulos said to The Cancer
Letter. “In the initial consultation meet-
ing, the question of whether an IDE
was necessary came up, and we were
advised that an IDE was not required.
The answer to the question became
‘Not Applicable’ on the application from
there forward.”

Fotopoulos’s account of events is cor-
roborated by a document labeled “MMC
IRB Research Study Review Application,”
which lists the protocol title as “An Ob-
servational Study Evaluating Patients’
Satisfaction After Robotic Nipple-Spar-
ing Mastectomy.”

The protocol approved by Monmouth’s
IRBisn’t calibrated to demonstrate that
the use of a robotically-assisted surgical
approach would be “successful” for the
treatment or prevention of breast can-
cer, UCSF’s Redberg said.

“A single-arm observational study just
at this one hospital? How would they

1

know if this study was successful?”
Redberg said. “They’re doing a research
study for an investigational use on an
unapproved indication? So, the IDE
should be applicable. | don’t know how
an IRB could state otherwise.”

Asitappears, the “observational study”
was primarily designed to assess patient
satisfaction after robotic mastectomy.

“A trial on robotic surgery would have
to have an aim and some way of test-
ing it, other than patient satisfaction. If
you look at the protocol title, the robotic
surgery is not in the protocol,” Rebecca
Pentz, professor of hematology and on-
cology in research ethics at the Emory
University School of Medicine, said to
The Cancer Letter. “It’s all about how the
patients felt about it. They’re not testing
robotic surgery, they’re testing patient
satisfaction. The endpoint is patient
satisfaction.”

Generally, it’'s legal to use adrugorade-
vice in an indication that has not been
cleared or approved by FDA, because
the agency doesn’t regulate the practice
of medicine. Also, IRBs have the authori-
ty to make independent decisions about
whether an “off-label” use poses “signif-
icant risk” to patients—although legal
experts generally prefer an FDA deter-
mination over an IRB’s opinion.

Nevertheless, using a drug or device
off-label without an IRB-approved pro-
tocol, without sponsorship from the
product manufacturer, and without an
IDE, may expose the practitioner and
the provider institution to legal liability.

Internal documents indicate that
the Monmouth study is classified as
“non-funded research,” which means
that the hospital did not receive fund-
ing from Intuitive Surgical to use its da
Vinci robots in mastectomy procedures.

If a surgeon wants to use a device that’s
already on the market for an indication
that hasn’t been cleared or approved
by FDA—without funding from a de-


https://cancerletter.com/articles/20190301_2/
https://cancerletter.com/articles/20190405_1/
https://www.fda.gov/medical-devices/safety-communications/caution-when-using-robotically-assisted-surgical-devices-womens-health-including-mastectomy-and
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vice manufacturer for a formal investi-
gation at the institution—the hospital
becomes the sponsor, said Jerry Castel-
lano, corporate director of Institutional
Review Boards at the Helen F. Graham
Cancer Center and Research Institute,
Christiana Care Health System.

“If 1decide to get something from a com-
pany and | want to use their device in a
different way, it puts all the liability on
the institution,” Castellano, an adjunct
associate professor at the University of
Delaware, said to The Cancer Letter.
“That’s a real key factor. The company
can say, ‘Hey, you did it without follow-
ing our approval, and therefore you're
assuming the liability for doing this.”

Additionally, Monmouth’s statement
to patients that robotic mastectomy is
“successful” for the treatment or pre-
vention of breast cancer is not only un-
ethical—patients can also sue if their
cancer recurs, or if they develop cancer
later in life, Castellano said.

“I think this might be a cause for poten-
tial litigation,” Castellano said. “If the
hospital promised that this is going to
cure their breast cancer and the patient
has a recurrence, it’s a bit of a problem.

“That is so unethical, to put something
like thatin writing and present thatto a
patient. If they're saying it’s been tested,
well, show me where. That’s really both-
ersome for a facility to do that.”

Christiana would never perform experi-
mental procedures like robotic mastec-
tomy without an IRB-approved protocol
thatis powered to test long-term safety
and efficacy, Castellano said.

“l could tell you, from my perspective all
these years, that this would be consid-
ered to be completely unethical, and it
would not get through our IRB here at
Christiana,” Castellano said.

Most IRBs will consult with FDA before
concurring with a study sponsor that a
device is non-significantrisk for usein a
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clinical investigation, if the IRB is uncer-
tain, said a Washington, D.C., attorney
who regularly represents device man-
ufacturers and pharmaceutical com-
panies and who has experience with
government compliance investigations
and enforcement actions.

66

cerns,” Weber wrote in a May 9 email
to The Cancer Letter. “The news of this
decision was devastating to me. Dr.
Chagares and | continued to await no-
tification from the hospital about their
concerns, but no information was ever
supplied to us.

If youlook at the protocol title, the robotic surgery
is not in the protocol. It’s all about how the
patients felt about it. They’re not testing robotic
surgery, they’re testing patient satisfaction. The
endpoint is patient satisfaction.

— Rebecca Pentz

“That’s often the case,” the attorney said
to The Cancer Letter. “l imagine there’s
a range of things that are obvious, but
if they're in doubt atall, they’re going to
want FDA feedback [on whether the de-
vice is significant risk or non-significant
risk]. So, they will often check with FDA.”

A misleading consent form would sub-
ject a hospital to liability under com-
mon law and tort law, said the attorney,
who asked not to be named, because his
firm also represents many hospitals and
academic medical centers.

“If you assume, hypothetically, that a
hospital provided a consent form that
is misleading, that would be grounds for
potential liability,” he said.

Laura Weber, a patient from Illinois who
was scheduled to undergo prophylac-
tic robotic mastectomy at Monmouth
in January, said the hospital never ex-
plained why she could no longer receive
the surgery.

“A month before my surgery, Dr. Cha-
gares advised me that the hospital
‘halted this operation due to safety con-

99

“As a patient who was given zero voice
or any explanation regarding the elim-
ination of robotic mastectomy, | can’t
help but feel like their goals are more
aligned with financial gain rather than
patient care,” Weber said. “Here, it is
May, and | am still waiting for some type
of response from the hospital as to why
this option was tabled.”

In an email response to Weber, Cha-
gares wrote: “As far as the hospital, |
have done everything in my power to
obtain a letter of clarification defining
‘safety concerns’ without success ... | stay
committed to keeping you informed
with any information as | am updated.”

Similarly, patients who enrolled in the
protocol and underwent robotic mas-
tectomy didn’t receive an explanation
from the hospital, Fotopoulos said.

“With every change to a clinical tri-
al, typical protocol dictates that you
should be given written notification
of the change,” Fotopoulos said. “To
my knowledge, no one has received
written notification of that decision by
the hospital.
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“Looking back now, | experienced
Monmouth Medical Center being very
enthusiastic about RNSM. They were
instrumental in the extensive IRB clin-
ical trial approval process. With all the
work that went into development of this
clinical trial to obtain their IRB approv-
al, to be very quickly halted, it doesn’t
make sense.”

The hospital’s instruction to stop
collecting data is troubling, USCF’s
Redberg said.

“Certainly, medical records are a legal
document, and the first thing anyone
would ask for in any legal proceeding,”
Redberg said. “But, by trying to make
sure that there isn’t any information—
because you think it might be damag-
ing to the hospital—conflicts with what
should be our main priority, the safety
of the patients.”
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ing children are in compliance
with 21 CFR part 50, subpart D,
Additional Safeguards for Chil-
dren in Clinical Investigations,

. Failed to review proposed research
at convened meetings at which a
majority of the members of the IRB
are present, including at least one
member whose primary concerns
are in nonscientific areas, and

. Failed to prepare and main-
tain adequate documentation
of IRB activities, including
minutes of IRB meetings.

According to the Code of Federal Reg-
ulations and an FDA guidance for IRBs
and clinical investigators, “protocol
amendments must receive IRB review
and approval before they are imple-
mented, unless an immediate change

By trying to make sure that there isn’t any

information—because you think it might be

damaging to the hospital—conflicts with

what should be our main priority, the safety of
the patients.

— Rita Redberg

Monmouth’s IRB doesn’t have an exem-
plary track record. In October 2015, the
hospital received a warning letter from
FDA over “concerns about the adequacy
of the IRB’s review process.”

A review by the agency concluded that
Monmouth “did not adhere to FDA reg-
ulations governing the protection of
human subjects,” and found that the
hospital’s IRB:

« Failed to determine at the time of
initial review that studies involv-

99

is necessary to eliminate an apparent
hazard to the subjects. Those subjects
who are presently enrolled and actively
participating in the study should be in-
formed of the change if it might relate
to the subjects’ willingness to continue
their participation in the study.”

Going forward, such problems at Mon-
mouth would be less likely to occur, at
least on the oncology side. As of May
2019, all cancer-related clinical trials
in the RW]Barnabas Health system
are required to undergo review by the
Rutgers Cancer Institute of New Jersey.
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Cancer-related trials will go through sci-
entificand feasibility review and receive
approval prior to IRB review.

Misplaced trust

Chagares is a busy general, laparoscop-
ic, and breast surgeon who has no expe-
rience with clinical trials.

Clearly, he got excited by the innovative
use of da Vincirobots in breast surgery,
and he hired Fotopoulos to handle the
paperwork and interactions with the
Monmouth IRB.

The surgeon appears to have trusted
Monmouth—after all, he was trained
there, and has been affiliated with
the hospital throughout the 20-plus
years that he has been in practice
as asurgeon.

Thisisn’ta story about a rogue physician
armed with a robot and a surgical per-
sonality—as The Cancer Letter’s April 5
story on robotic mastectomy may seem
to suggest. In fact, Chagares appeared
to have followed directives from hospi-
tal administrators in a measured way,
asking the right questions and applying
pressure at the right moments, internal
documents and correspondence ob-
tained by The Cancer Letter show.

In the course of reporting the April 5 sto-
ry, an inside source informed The Can-
cer Letter that Chagares performed ro-
botic mastectomy on patients without
a protocol and without oversight.

This, we later learned, was inaccurate.

Paul Goldberg, editor and publisher of
The Cancer Letter, tells how this story
grew out of a correction into an investi-
gation. His story appears on page 16.

Documents show that, after reading
about robotic nipple-sparing mastec-
tomy in early 2018, Chagares wrote to
Antonio Toesca, an Italian surgeon who


https://cancerletter.com/articles/20190405_1/
https://cancerletter.com/articles/20190405_1/
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/institutional-review-boards-frequently-asked-questions

14

pioneered the procedure, to explore
training opportunities.

“Dear Dr. Chagares, | am very pleased to
know thatyou are interested in this new
surgical procedures,” Toesca replied to
Chagaresin an email April 26,2018. “The
feasibility study on robotic nipple-spar-
ing mastectomy with immediate robot-
icreconstruction was closed in February
2017 with excellent results. From March
2017, a randomized trial comparing an
opensurgical armwith a roboticsurgery
arm is underway. Currently, enrollment
is ongoing and | expect to finish the
study towards the end of 2018.

“Ifyouwant to approach this type of op-
eration, you have three possibilities. The
first would be to come and see surgery
atthe European Institute of Oncology in
Milan as an observerin OR.”

Enthused, Chagares recruits Fotopou-
los as research coordinator, and the two
leave for Milan on June 4, 2018.

After observing two robotic mastecto-
mies performed by Toesca, while still in
Milan, Chagares wrote in an email to top
executives at Monmouth: “The results
are great! No scars on the breasts atall.
The nipples stay intact. Unbelievable
patient satisfaction while still remov-
ing all the breast tissue. The results are
incredible. The reconstruction is done
atthe same time via the same1inch in-
cision in the axilla.

“As a breast surgeon who has been per-
forming breast surgery for 22 years, lam
blown away. Who can | work with who
will aggressively assist me in obtaining
an IRB in a timely fashion?”

Eric Carney, Monmouth’s chief operat-
ing officer, hit “reply all” and respond-
ed in an email June 8: “The robotic ap-
proach seems very innovative. However,
we have many questions about FDA,
Intuitive and IRB approvals. | agree ...
to work through IRB and we can model
financials.”
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Chagares, who is certified by Intuitive
Surgical to perform robotic surgery, de-
cided that Toesca should be his proctor,
at the hospital’s invitation.

“Dr. Toesca, from Milan will attend the
procedures as my proctor. Please confirm
that this is what the Hospital would like
me to do,” Chagares wrote hospital ad-
ministrators on June 20, 2018. “Also, can
someone advise what process Dr. Toesca
needs to follow in order to be the proctor.”

Hospital administrators confirmed
Dr. Toesca’s participation as a proctor
for Dr. Chagares on Aug. 6, 2018. Mon-
mouth created a Facebook post on Sept.
14 to announce Toesca’s arrival:

“MMC is proud to welcome Dr. Antonio
Toesca of the Division of Breast Surgery
at the IEO European Institute of Oncol-
ogy, Milan, Italy,” the hospital wrote on
its Facebook page. “A noted authority on
robotic mastectomy, Dr. Toesca traveled
to MMC to observe the hospital’s first
robotic mastectomy procedure per-
formed by Dr. Stephen Chagares.”

As the protocol made its way through
the hospital’s IRB, top executives of-
fered to engage Monmouth’s local mar-
keting firepower.

“l have forwarded to Marketing for
awareness and follow up,” Monmouth
COO Carney wrote inan email Aug. 8.“We
would love to support Steven [sic] and as-
sist in awareness campaign for a robotic
approach. Very exciting times, thank you
for pushing through IRB at MMC.”

On Aug. 15, 2018, Chagares received no-
tification that the hospital’s IRB commit-
tee had voted 8-0 to approve his pro-
posed protocol, titled, “An Observational
Study Evaluating Patients’ Satisfaction
After Robotic Nipple-Sparing Mastecto-
my (IRB Registration #00003104).”

According to Fotopoulos, Chagares’s
original draft of the protocol was based
on Toesca’s Italian clinical trial, which
includes cancer patients and high-risk

patients who were candidates for tra-
ditional skin, nipple and areola-sparing
mastectomy.

“We were also monitoring oncolog-
ic outcomes to make sure that, with
regular follow up with Dr. Chagares,
these patients were staying healthy,
they were pleased with their cosmetic
outcome, the cancer wasn’t returning
and the oncologic outcomes were the
same or better than standard surgery,”
Fotopoulos said.

In the correspondence, there are no in-
dications that Chagares and his team
are aware of the fatal flaws that the IRB
was introducing into his protocol.

“The IRB committee itself worked with
us pretty much in every step of the way
in order to design the protocol. We
wanted to make sure we did everything
correctly,” Fotopoulos said. “The IRB
committee had their own input on revi-
sions multiple times throughout the ad-
mission process. We made every mod-
ification they requested. Monmouth
Medical Center made a multitude of
direct edits to the protocol, consent,
and other accompanying documents
until they deemed them satisfactory.
Monmouth Medical Center, and the IRB
committee, specifically, was with us ev-
ery step to make sure that this protocol
was as it should be.”

The end result was a protocol that was
edited, vetted, and unanimously ap-
proved by members of Monmouth’s IRB,
Fotopoulos said.

Mistakes were made. The person or
persons who edited out the control arm
from Toesca’s study apparently neglect-
ed to change one of the protocol’s pri-
mary hypotheses: that the use of a ro-
botic device to perform a nipple-sparing
mastectomy does not worsen the onco-
logic outcome of patients with breast
cancer or BRCA mutation.

After being dismantled and reconsti-
tuted, the Monmouth protocol sim-
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ply doesn’t provide the data for a hy-
pothesis test.

Why would Monmouth offer robotic
surgery for an unapproved indication
to patients without a safety and effica-
cy protocol, promise high-risk patients
that the procedure is “successful” for use
in said indication, and simultaneously
enroll patients in a data collection pro-
tocol to assess whether the procedure
worsens oncologic outcomes?

“This is concerning on so many levels,
and it contradicts itself,” Otis Brawley,
Bloomberg Distinguished Professor of
Oncology and Epidemiology and associ-
atedirector for community outreach and
engagement at the Bloomberg School of
Public Health andJohns Hopkins Kimmel
Cancer Center, said to The Cancer Letter.

Patients shouldn’t participate in research
that’s not going to answer a scientifically
valid question, Emory’s Pentz said.

“If you have a study which is hypothe-
sis-driven, and if you have to close the
study when your sample size is too
small to get any good data—and if the
follow-up data will not provide useful
scientificinformation—then you should
not continue to collect protocol data,”
Pentz said. “The courteous thing to do
would be to say, thank you participating
in our trial, unfortunately we've had to
stop, we won't be calling you in the fu-
ture, we still appreciate your help.”

“IRB ACTION: Closed”

Internal documents and correspon-
dence show that least six top executives
at Monmouth had in-depth knowledge
about the adoption of robotic mastec-
tomy procedures at the hospital, as well
as the evolution of Chagares’s protocol,
from conception to termination:

. Bill Arnold, president and CEO
« EricCarney, chief operating officer

« Tom Heleotis, chief medical officer

« Joseph Jaeger, associate vice
president of academic affairs
and acting chair of the Institu-
tional Research Review Board

« Barbara Mihelic, director
of clinical research - IRB

« Manpreet Kohli, direc-
tor of breast surgery

“When you first reached out, Dr. Cha-
gares referred to the hospital adminis-
tration, and they said there were very
strict media guidelines for IRB clinical
trials and he was told not to speak with
The Cancer Letter,” Fotopoulos said.
“| believe you reached out to Dr. Cha-
gares again, and he was again told not
to speak with the media, specifically
The Cancer Letter, as per the hospital
administration’s instruction.”

Because of Monmouth'’s public state-
ments on “safety concerns,” the hospital’s
leadership has an even greater respon-
sibility to communicate with Chagares
and his patients, UCSF’s Redberg said.

“For a hospital to announce the safety
concerns, the hospital is certainly, mor-
ally and ethically obligated to inform the
patients, and state what the safety con-
cernsare,” Redberg said. “l cannotimag-
ine a good reason why you would not
follow up when you have concerns about
safety. That would be all the more rea-
son to do close and careful follow-up.”

On Dec. 17, 2018, Chagares formally re-
quested closure of the protocol.

“We are currently unable to perform
robotic nipple-sparing mastectomies at
Monmouth Medical Center and therefore
do not have any patients who meet the
inclusion criteria outlined to be enrolled
in this observational study,” Chagares
wrote in the letter to Monmouth’s IRB. “At
this time, we are notable to enroll any pa-
tients and would like to close this study.”

The hospital responded two months
later, on Feb. 13, 2019.
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“To advise you that the above referenced
Study has been presented to the Insti-
tutional Review Board identified above,
and the following action taken subject
to the conditions and explanation pro-
vided below,” Monmouth'’s Jaeger wrote
in a letter from Arnold’s office.

Below this statement, an annotation
read: “IRB ACTION: Closed.” There were
no “conditions and explanation” provided.

How does this protect the patients?

“The IRB should be demanding that
written communication occur to the
subjects with an explanation of what’s
going on and what their rights are,”
NYU’s Caplan said. “If someone is
harmed or suffers harm later, and they
have not had follow up, there is going to
be significant liability.

“Atthis pointin time, the standard of prac-
tice for recruiting subjects is to not only
bring them in and discuss their options,
but tell them when and what will happen
if the study has to close prematurely.”

Monmouth should have negotiated the
shutdown of the study with Chagares,
because as the surgeon and lead PI, he
is responsible for the enrolled patients,
Caplansaid.

“That means the PI has to be fully in-
formed,” Caplan said. “We used to treat
patients under the banner of ‘subject;
and because we so eager to get peo-
ple to come into research in oncology,
but other areas, too, the notion has
emerged in the past few years that
people are to be treated as partners,
co-equals, collaborators. This [hospi-
tal’s] behaviorisn’'t consistent with that.”

These standards apply, whether patients
areenrolled in a randomized clinical trial
or an observational study, Caplan said.

“It doesn’t matter, it applies to every-
one,” Caplan said. “The failure to have
an exit strategy is unacceptable in 2019.”
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LETTER FROM THE EDITOR

ast summer, Monmouth Medical

Center, a 500-bed hospital within the
RW]Barnabas Health system, came to
The Cancer Letter’s attention when a
breast surgeon there used a da Vinci
robot to perform robotic nipple-spar-
ing mastectomies on two patients, a
woman with invasive breast cancer
and a man with abnormal growth in
his breast.

An April 5 story—reported and written
by Matthew Bin Han Ong—was an in-
stallmentis his years-long investigation
of minimally invasive surgery, which
includes power morcellation, laparo-
scopic procedures and robotic surgery
(The Cancer Letter, How Medical Devic-

es Do Harm).

The Monmouth story was worth doing,
because minimally invasive technology
often proliferated based on studies that
didn’t consider long-term cancer-relat-
ed endpoints. Now, we see that while
patents show short-term satisfaction
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The path from a correction
to an investigation of
research conduct at
Monmouth Medical Center

By Paul Goldberg

Our investigative story this week is an

outgrowth of a correction.

with their minimally invasive surgeries,
there are also reports of diminished sur-
vival in some settings, when compared
to more conventional techniques (The
Cancer Letter, Nov 2, 2018).

After hearing about robotically-assisted
mastectomies at Monmouth and see-
ing local news reports, Ong wanted to
know whether the surgeon, Stephen A.
Chagares, performed these surgeries
off-label. Did he have IRB approval?
Did he have a protocol? If so, what was
the architecture of the study? Was FDA
asked to issue an Investigational De-
vice Exemption?

In Ong’s view—and in my view as
the editor—that story had merit, re-
gardless of the answers we received.
We could segue from Chagares to an
even more interesting set of questions
about efforts to test robotic mastec-
tomies in randomized trials, including
one multi-institution study led by MD
Anderson Cancer Center, and budding

plans at the University of Pennsylvania.
Also, we could explore why another
top-tier institution—Memorial Sloan
Kettering Cancer Center—has no plans
to offer or study the procedure.

Why are surgeons experimenting with
this equipment to perform mastec-
tomies? Is it safe for the treatment or
prevention of cancer? Is this a solution
in search of a problem? How is FDA
regulating this indication? Which end-
points and how much follow-up does
the agency require to support issuance
or expansion of a device’s label?

Ong spent about seven months working
on the robotic mastectomy segment of
his series. Monmouth Medical Center
officials didn’t respond substantively
to his questions, but in the process, he
found a source who was clearly knowl-
edgeable about the robotic mastecto-
mies that were performed at the New
Jersey hospital.


https://cancerletter.com/articles/20190405_1/
https://cancerletter.com/articles/morcellation/
https://cancerletter.com/articles/20181102_1/
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Of course, itwould have been preferable
to get answers on-record, but ourjob is
to get information—often information
people are trying to hide—and relying
on sources who speak on background is
a much-used tool of the trade.

The source went on background and
told Ong that Chagares performed ro-
botic mastectomy without a protocol.
The source gave Ong additional infor-
mation, most of it not flattering, which
we didn’t use, because the story was
focused on devices and surgical out-
comes, not Monmouth and Chagares.

| know the name of the source Ong re-
lied on, and—based on information we
later obtained—I have no doubt that
the source was privy to information
about Chagares’s study. We confirmed
this source’s account with other confi-
dential sources, but at Monmouth we
didn’t have the depth of connections
we have at top-tier academic institu-
tions. | was involved in the vetting,
and | was unable to catch the incorrect
information.
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It was not an impressive protocol. It
wasn't designed to test safety and effi-
cacy, and sections of it were cut out of a
randomized trial led by a group in Italy
and scotch-taped together by the Mon-
mouth IRB. But it did receive the board’s
final blessing. Chagares was clearly tell-
ing the truth.

| have been areporter for about 40 years
without ever encountering a situation
where a source to whom | offered con-
fidentiality used this protection to tell
me something that wasn’t true.

| made two decisions:

1. ldecided that we will continue to
honor our commitment to keep
the source’s confidentiality, even
though the arrangement in this
case went awry. However, one bad
episode in four decades is a pretty
good success rate. Generally, the
benefits of confidential communi-
cation with sources outweigh the
potential harms of a confidential
source using this privilege to plant
disinformation.

The Monmouth story was worth doing, because

minimally invasive technology often proliferated

based on studies that didn’t consider long-term
cancer-related endpoints.

After the story was published, we re-
ceived a miffed email from Chagares,
who informed us that, contrary to our
report, he had a protocol that was ap-
proved by Monmouth’s IRB. We have
since obtained internal documents and
emails confirming that the protocol was
designed to collect satisfaction data as
well as cancer-related outcomes data
associated with the robotic mastecto-
mies at Monmouth.
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2. Afterlearning that we had relied
on incorrect information, | decided
to keep Ong’s story package intact,
instead annotating it to show what
we have learned since.

You might call this a Bayesian correc-
tion. The Monmouth imbroglio was now
a part of the story. We decided to keep
digging, with me doing some of the re-
porting. We would take advantage of
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what we learned and change the course
of the investigation accordingly.

The internal documents we obtained
portray Chagares as a busy surgeon
who fully trusts Monmouth’s IRB to
guide him away from the cliffs. He plays
by the rules, even as the IRB spectacu-
larly botches the study design, informed
consent forms, and the conduct of the
study. He stays silent even as hospital
officials place a moratorium on the pro-
cedure without telling him what their
“safety concerns” were.

Had Chagares disregarded the hospi-
tal’s directives and spoken with Ong as
he reported the initial story, that story
would have been different. There would
have been no corrigendum—or this in-
vestigative piece.

After annotating Ong’s initial story, on
April 7and 8, we submitted 32 questions
to top officials at Monmouth Medical
Center. On May 30, we submitted an-
other set of 32 questions.

Too often, journalists go away after
being blown off by institutions that are
engaged in unsavory behavior. The Can-
cer Letter doesn’t go away. And—this
is a heads up to the folks at Monmouth
Medical Center—we aren’t done.

Can another cancer protocol as mis-
guided as this one be approved by the
Monmouth IRB? Probably not, because
going forward, all cancer-related clin-
ical trials in the RWJ]Barnabas Health
system are required to go through sci-
entificand feasibility review at Rutgers
Cancer Institute of New Jersey prior to
IRB review.

And yet, there is no such thing as a triv-
ial failure to protect patients from un-
reasonable research risks and unethical
conduct. Every IRB failure—and this is
a big IRB failure—is an opportuni-
ty tolearn.

The Cancer Letter will be here to moni-
tor this learning process.


https://cancerletter.com/articles/20190407/

Fotopoulos spoke with
Matthew Ong, a reporter with
The Cancer Letter.
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Fotopoulos: Monmouth
Medical Center told us to
not follow up with robotic
mastectomy patients

CONVERSATION WITH
THE CANCER LETTER
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In the initial _ 3 ~,
consultation meeting,  |SEEEEIEES )

the question of whether " T
an IDE was necessary

came up, and we were P Salehe

advised that an IDE P /
was not required. The [t
answer to the question
became ‘Not Applicable’
on the application

from there forward.
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Nicholas Fotopoulos
Research coordinator for Stephen Chagares
Undergraduate student, Princeton University
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sthe team lead by surgeon Stephen

Chagares prepared a protocol for
robotically-assisted mastectomy, the In-
stitutional Review Board at Monmouth
Medical Center provided guidance “ev-
ery step of the way,” said Nicholas Fo-
topoulos, a research coordinatorand an
undergraduate at Princeton University
in his sophomore year.

Fotopoulos was recruited by Chagares
early in 2018 to assist him with prepar-
ing a research protocol to study the
use of a robotic surgical device in nip-
ple-sparing mastectomy procedures.

In the course of reporting a previous
story April 5, an inside source informed
this reporter that Chagares performed
robotic mastectomy on patients with-
out a protocol and without oversight.
This, The Cancer Letter later learned,
was inaccurate.

“Notonly did the RNSM clinical trial get
approved under the oversight of the IRB
and Dr. Toesca, but the IRB committee
itself worked with us pretty much in ev-
ery step of the way in order to design the
protocol,” Fotopoulos said. “We wanted
to make sure we did everything correct-
ly. “Monmouth Medical Center, and the
IRB committee, specifically, was with us
every step to make sure that this proto-
col was as it should be.”

Fotopoulos spoke with Matthew Ong, a
reporter with The Cancer Letter.

Matthew Ong: How would you
describe your involvement

with Dr. Stephen Chagares,
Center,

Monmouth Medical
and their work on robotic mas-
tectomy? What was your role
in the creation or administra-
tion of the protocol?

Nicholas Fotopoulos: | was part of the
procedure pretty much from the start
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to where it is right now. I've been shad-
owing Dr. Chagares and we both went
to Milan to observe the procedure with
Dr. [Antonio] Toesca.

Dr. Toesca taught Dr. Chagares how to
perform an RNSM. From there, we came
back to the United States with the in-
tention of bringing the procedure here.
| was listed as a research coordinator
on the clinical trial, and that gave me a
whole host of responsibilities that | was
involved in. | prepared the IRB docu-
ments for RNSM to gain IRB approval.

Those documents, and what was nec-
essary, came from the IRB committee
at Monmouth Medical Center. The IRB
committee had their own input on re-
visions multiple times throughout the
admission process. We made every
modification they requested.

Did Dr. Chagares perform the
procedures under a trial or

study protocol that was ap-
proved by Monmouth?

NF: Yes. The clinical trial was approved
by the IRB committee unanimous-
ly—8-0. | was there for that.

We consulted with and shared the pa-
tient’s medical records with Dr. Toesca
to confirm that our first patient would
be an appropriate surgical candidate
for RNSM. He confirmed she was an
appropriate candidate and would have
included her in his trial if he had con-
sulted with herin Italy.

What was the nature of the tri-
al or study? Could you describe

the design, target enrollment,
and endpoints?

NF: [t was an observational clinical trial,
10 years in total for 50 patients. Enroll-
ment ends at the year five point, so we
can follow up for the next five years into
that final test year.

The study included cancer patients and
high-risk patients who were candidates
for traditional skin-, nipple-, and areo-
la-sparing mastectomy. We mimicked
Dr. Toesca’s clinical trial for design, tar-
get enrollment, and endpoints.

I also noticed that the study
was supposed to remain active

for 10 years, presumably to al-
low for long-term follow up?

NF: These patients, as per the study,
were to return to Dr. Chagares’ office
for follow up four times during the first
year and then semi-annually for the fol-
lowing four years in order to assess how
they’re doing.

We were also monitoring oncologic out-
comes to make sure that, with regular
follow up with Dr. Chagares, these pa-
tients were staying healthy, they were
pleased with their cosmetic outcome,
the cancer wasn'’t returning, and the
oncologic outcomes were the same or
better than standard surgery.

How are the endpoints simi-

lar (or different) to the Italian
RCT led by Dr. Antonio Toesca?

NF: The only difference was thatoursis
asingle arm clinical trial. We eliminated
the part that prevented patients from
choosing RNSM.

The idea was to also track, through
patient follow ups, any data related
to adjuvant chemotherapy, radiation,


https://cancerletter.com/articles/20190405_1/
https://cancerletter.com/articles/20190405_1/
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hormone therapy—anything that may
have been in the patient’s medical regi-
men prior to the procedure, or may have
been necessary after the procedure,
which is standard to current mastecto-
my procedures as well.

It appears that the IRB was in
charge of the protocol design,

fromstartto finish. Is this true?
Who else provided oversight?

NF: Not only did the RNSM clinical trial
getapproved under the oversight of the
IRB and Dr. Toesca, but the IRB commit-
tee itself worked with us pretty much
every step of the way in order to design
the protocol. We wanted to make sure
we did everything correctly.

We were assigned a point person at
Monmouth who is involved in the IRB
who constantly went back and forth
with us. Through this designated con-
tact, Monmouth Medical Center made
a multitude of direct edits to the proto-
col, consent, and other accompanying
documents until they deemed them
satisfactory.

Monmouth Medical Center, and the IRB
committee specifically, was with us ev-
ery step to make sure that this protocol
was as it should be.

Did Dr. Antonio Toesca serve
as a proctor for Dr. Chagares?

Was Dr. Toesca’s involvement
approved by the hospital?

NF: Yes. It was assumed that a proctor
would be needed because it was a new
procedure. Even Dr. Chagares, when he
did his first hernia robotic procedures
five years ago, had a proctor there for
his first time.

It's a typical procedure to have a proctor
come in for something that’s relatively
new to a surgeon, so it was something
that the hospital signed off on, wanted
him there, especially after we said we
got this procedure from Dr. Toesca.

We wanted him to be the proctor. Dr.
Chagares would never have performed
the procedure without a proctor.

Based on what you know, was
Dr. Chagares instructed by the

hospital administration not to
speak with The Cancer Letter?
Why?

NF: As | recall, after the first robotic
mastectomy procedure of September
2018, Dr. Chagares initially presented his
patient at a breast conference at Mon-
mouth Medical Center and at a second
breast conference in Pennsylvania.

When you first reached out, Dr. Cha-
gares referred to the hospital adminis-
tration, and they said there were very
strict media guidelines for IRB clinical
trials and he was told not to speak with
the Cancer Letter.

| believe you reached out to Dr. Cha-
gares again, and he was again told not
to speak with the media, specifically
The Cancer Letter, as per the hospital
administration’s instruction.

Ultimately, was the hospital
responsible for determining

whether the study required
IDE review by FDA? What was
the hospital’s decision?

NF: The hospital gave us a checklist of
everything you need for the protocol
to be approved, and one of those items
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was an IDE. In the initial consultation
meeting, the question of whether an
IDE was necessary came up, and we
were advised that an IDE was not re-
quired. The answer to the question
became “Not Applicable” on the appli-
cation from there forward.

What were the hospital’s ini-
tial concerns that led to the
splitting of the study? l.e. only

non-cancer patients were sub-
sequently allowed to be en-
rolled to the protocol?

NF: Shortly after the first mastectomy,
Dr. Chagares received a call from the
hospital to separate the current clinical
trial into two research groups—cancer
patients and risk-reducing/non-cancer
patients. There wasn’'t anything alarm-
ing about this request.

Monmouth Medical Center confirmed
via email that we would pause the can-
cer patient trial until the new protocol
was submitted, but the non-cancer pa-
tient clinical trial would remain intact
and active. We got the impression that
they just wanted the two separated for
logistical/reporting purposes.

When the hospital decided
to end the study in its entire-
ty and place a moratorium
on the procedure, how were
you and Dr. Chagares’s team
informed of the decision? A

patient had reached out and
said she never received an ex-
planation from the hospital.
Did administration officials
provide written justification
for the moratorium?
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NF: In November 2018, Dr. Chagares’
surgical coordinator tried to schedule
an RNSM procedure for a risk-reducing
patient. That was the first verbal notifi-
cation where the hospital informed our
group that the procedure was put on
hold, without any written confirmation.

The patient had to be informed im-
promptu and without written confir-
mation as to why they could not receive
the procedure they wanted to have. Dr.
Chagares had to explain this to the pa-
tient without hospital correspondence,
informing them that there were safety
concerns with the current procedure.

The nurse manager then confirmed
the coordinator could not schedule
any RNSM. Dr. Chagares sent multiple
emails and put out calls to the hospital.
They confirmed via telephone to Dr.
Chagares thatall RNSM’s are completely
halted, with no specifics as to why.

| received from that point a phone call
from Dr. Chagares informing me what
he had just been told, he said the hos-
pital was concerned by a letter from Dr.
Hooman Noorchasm, and | also read
the news and the article that was pub-
lished in the Asbury Park Press. To my
knowledge, no one has received written
notification of that decision by the hos-
pital and we did not receive a copy of Dr.
Noorchasm’s letter.

With every change to a clinical trial, typ-
ical protocol dictates that you should be
given written notification of the change.
We were never provided with any writ-
ten official communication as to why a
complete moratorium was placed on
the procedure, or why the protocol was
initially split between the two patient
populations.

Have patients been notified

that the trial was shut down?
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NF: Yes, only by Dr. Chagares. He has a
policy of full disclosure with all details
with his patients.

The patients received no communica-
tion from the hospital. | think you can
see from the emails from the patient
that reached out to you that they were
frustrated, knowing very little about the
reason behind any of this, wanting to
undergo RNSM, and completely being
shut off from that opportunity.

Based on documents obtained
by The Cancer Letter, on April
15, the hospital instructed Dr.
Chagares to stop “collection
of any additional data on the

subjects already enrolled.”
Does this go against the de-
sign of the trial and any fol-
low-up that was promised to
the patients?

NF: Yes. That was part of the plan, as
we said, with the clinical trial, to follow
up regularly as Dr. Chagares does with
all of his patients. We were told to not
follow up with those patients, no addi-
tional collection of data. That’s greatly
concerning. It’s definitely a threat to
patients’ health.

Despite these instructions, Dr. Cha-
gares is still following the patients very
closely, as he does with all his mastec-
tomy patients, as is the medical stan-
dard of care.

If Dr. Chagares were to follow through
with those instructions, collect no more
data, to not observe the health out-
comes of your patients—that would be
totally inexcusable.

For patients to see that the hospital is
saying, “We’re not going to follow up
with you anymore, we want to cut you
off” the patients were largely frustrat-
ed thatall this was happening and there
was so much confusion about it.

There was very little transparency as to
why certain things were happening. |
believe that not following up with the
patients, as per the protocol they signed
up for, would be completely wrong.

Does this moratorium on fol-
low-up go against standard

practice and principles of
medical ethics?

NF: Looking back now, | experienced
Monmouth Medical Center being very
enthusiastic about RNSM. They were
instrumental in the extensive IRB clin-
ical trial approval process. With all the
work that went into development of this
clinical trial to obtain their IRB approv-
al, to be very quickly halted—it doesn’t
make sense.

To see the hospital behaving like this,
it alarms me that there’s a potential for
a different administrative goal in light
of The Cancer Letter’s article. | was
shocked to read the inaccuracies. | can
only conclude that “Multiple sources
with direct knowledge of the situation
who spoke on the condition that their
names would not be used” lied to you
about Dr. Chagares.

So, I'm at a loss to explain how this is
actually happening or what’s going on
behind the scene, because we justdon’t
know, but it seems more of an orches-
trated hospital administrative agenda
behind all of this.



Photo courtesy of the Archives of the
American College of Surgeons.
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It is with great sadness that | share the recent passing of an
oncology icon, Dr. LaSalle D. Leffall, Jr. As said by Dr. Wayne
Frederick, a mentee, surgical oncologist, and president
of Howard University, “He was a surgeon par excellence,
oncologist, medical educator, civic leader, and mentor to me

and so many others.”

,too, was fortunate to be mentored by

Leffall, who not only taught me about
cancer, butalso how to deliver the mes-
sage to others. He was never too busy to
talkand provided his cell phone number
for me to call whenever | needed.

LaSalle D. Leffall, the Charles R. Drew
Professor of Surgery, Howard University
College of Medicine, was born May 22,
1930, in Tallahassee, FL, but grew up in
Quincy, FL, attending its public schools.
In1948, at the age of 18, he was awarded
a B.S. with greatest distinction (summa
cum laude) from Florida A&M College.

In1952, he received an M.D. degree from
Howard University College of Medicine,
ranking firstin his class. Completing his
surgical training at Freedmen’s Hospi-
tal, now Howard University Hospital, in
1957, he then took a surgical oncology

fellowship at Memorial Sloan Kettering
Cancer Center from 1957 t0 1959.

He began his military career at the rank
of captain, M.C,, serving as chief of gen-
eral surgery at the U. S. Army Hospital
in Munich, Germany from 1960 to 1961.
He received an Honorable Discharge in
December 1961 with the rank of Major.
His membership on Howard’s faculty be-
ganin1962, progressing to professorand
chairman of the Department of Surgery
in 1970—a position he held for 25 years.

He served as a visiting professor and
guest lecturer at more than 200 medical
institutions in the U.S. and abroad. He
also authored or coauthored more than
150 articles and book chapters.

Throughout his 55 years on the faculty,
he taught approximately 6,000 med-

LaSalle D. Leffall, Jr.in the O.R. in the 1960s. — Photo courtesy of Howard University Archives

ical students of the 9,000 graduates
since the medical school’s founding in
1868. He also helped train nearly 300
general surgery residents of the 360
residents trained since the program’s
inception in 1936.

His professional life has been devot-
ed to the study of cancer, particularly
among African Americans. In 1979, as
national president of the American
Cancer Society, he launched a program
on the challenge of cancer among Black
Americans. He paid special attention to
the increasing incidence and mortality
of cancer in this population group and
its implications for similar studies in
otherracial and ethnic minorities. It was
the first program of this type in the na-
tion, addressing the problems of cancer
health disparities. Today, practically all
oncology groups have disparity issues
as one of their major priorities.

He was the first African American pres-
ident of the following organizations:
American Cancer Society, Society of Sur-
gical Oncology, Society of Surgical Chair-
men, Washington Academy of Surgery,
and the American College of Surgeons.

He was also a member of the Institute
of Medicine at the National Academy
of Sciences. He is past president of the
Society of Black Academic Surgeons and
past chair of the Surgical Section of the
National Medical Association.

He has received 14 honorary degrees from
American universities, including: George-
town University, University of Maryland,
Florida A & M University, Meharry Medi-
cal College, Clark University, Morehouse
School of Medicine, Howard University,
University of the South, Albany Medical
School, Amherst College, Lafayette Col-
lege, Thomas Jefferson University, Princ-
eton University, and Colgate University.

He is an Honorary Fellow of the follow-
ing: The West African College of Sur-
geons, the Société Internationale de
Chirurgie, College of Surgeons of South
Africa, the Royal College of Surgeons of
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Canada, the Deutsche Gesellschaft fuer
Chirurgie (German Surgical Society), and
the Royal College of Surgeons of England.

He was named the first Charles R. Drew
Professorin1992. The LaSalle D. Leffall,
Jr. Surgical Society was formed in 1995
and the Leffall Chair in Surgery was es-
tablished in 1996. He received the first
Heritage Award from the Society of
Surgical Oncology in 2001. The biennial
LaSalle D. Leffall, Jr. Cancer Prevention
and Control Award is sponsored by the
Intercultural Cancer Council and the MD
Anderson Cancer Center.

The Pugh-Leffall Surgical Education-
al Fellowship—sponsored by a grant
from Carla Pugh, HUCM 92, and former
surgical resident—is awarded to out-
standing sophomores with an interest
in surgery and surgical research. The
LaSalle D. Leffall, Jr. Komen Fellowship
in Health Disparities was established
by the Susan G. Komen Breast Cancer
Foundation in 2006. The LaSalle D.
Leffall, Jr., Learning Resource Center—
made possible by a major contribution
from Stephen Rush, HUCM ’83, on be-
half of his class—was established in the
College of Medicine in 2006.

The Howard University Press published
his memoirs, No Boundaries — A Cancer
Surgeon’s Odyssey in 2005 and Equanimi-
ty Under Duress: Calmness and Courage in
the Battle Against Cancer in 2014. He is
also coauthor of the Howard Universi-
ty College of Medicine sesquicentenni-
al publication Education, Excellence, and
Exemplars, which was released in 2017.

The 2009 Howard medical school class
members named him as Outstand-
ing Faculty Member during their Long
White Coat Ceremony. Other honors
from that year include: Inaugural Re-
cipient Charles R. Drew Award of Ex-
cellence from Charles Drew School of
Medicine and Science in June; and Spe-
cial Recognition and Commendation as
Chair, C-Change from 1998-2009, given
at annual meeting, Kennebunkport,
Maine later that same month. An invi-

tation from President George H.W. Bush
was senton occasion of his 85" birthday.

He was chair of the Susan G. Komen
Breast Cancer Foundation from 2002
to 2007 and 2011 to 2012 and chair
of the President’s Cancer Panel from
2002 to 2011. In 2011, he received the
W. Montague Cobb Lifetime Achieve-
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nior vice president and executive dean
for health sciences in August 2011 and
interim provost and chief academic
officer in December 2011. He served in
these positions until 2012.

This latter appointment combined the
previous positions of provost and senior
vice president for health sciences into a

The great heights reached by Dr. Leffall never

kept him from being accessible to students,

patients, and staff in a manner that was marked
by unconditional love and selflessness.

— Wayne A. I. Frederick

99

Wayne Frederick, Howard University president, with LaSalle D. Leffall, Jr., seated.
— Photo courtesy of Howard University Archives

ment Award from the National Medical
Association. At the Walter Reed Army
Medical Center, he received the Com-
mander’s Award for Public Service, for
his work as the principal civilian consul-
tant to the General Surgery Service for
30 years, from 1970 to 2000.

Howard University president Sidney
A. Ribeau appointed him interim se-

single senior academic leader position
reporting directly to the president. He
served in this position until July 2012.
He continued as the Charles R. Drew
Professor of Surgery, and, at the time
of his passing, he was senior advisor to
Howard University President Wayne A.
. Frederick, one of his former students.
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“The great heights reached by Dr. Leffall
never kept him from being accessible to
students, patients, and staff in a man-
ner that was marked by unconditional
love and selflessness,” Frederick said.
“He was a good listener, slow to give
or take offense and always encourag-
ing others to find the broader lesson in
seemingly quotidian situations.”

Edward Cornwell—who was also men-
tored by Leffall, is currently the LaSalle D.
Leffall, Jr, M.D. Professor and Chairman
of Surgery at Howard University College
of Medicine and surgeon-in-chief at How-
ard University Hospital—provided me
the most vivid description of his interac-
tionswith Leffall asa mentorand teacher.

“His towering intellect made each in-
teraction edifying. In one moment, he
might correct your grammar before piv-

66

came emblematic of him and his iconic
mantra: Equanimity Under Duress.”

Even after retiring from surgery, Leffall
remained on the faculty as a lecturer and
resource at Howard University. He contin-
ued contributing to the National Medical
Association, as well as other organizations.

LaSalle D. Leffall’s impact on oncolo-
gy, and other areas of medicine, in the
United States and globally is well-rec-
ognized and he will be forever remem-
bered as the ultimate physician, teacher,
mentor, administrator, public servant,
advocate, and friend.

| am sure the entire oncology com-
munity joins the Howard University
community in extending our sincerest
sympathies to Dr. Leffall’s wife, Ruth,
Dr. Leffall’s son, LaSalle Leffall, Ill also

The breadth of his academic pursuits was

nothing short of awe-inspiring. The legions

of human beings impressed, inspired, and

improved by Dr. Leffall transcends surgery,

medicine, or barriers of language, race, class,
politics, or geography.

— Edward Cornwell ? $

oting to discuss some complex idea or
concept. Dr. Leffall might even share a
few thoughts in German, given his flu-
ency in the language,” said Cornwell.

“The breadth of his academic pursuits
was nothing short of awe-inspiring. The
legions of human beings impressed, in-
spired, and improved by Dr. Leffall tran-
scends surgery, medicine, or barriers of
language, race, class, politics, or geog-
raphy. He was a lover of life, lived his to
the absolute fullest, and attacked its
vicissitudes with a hallmark discipline
that he always displayed and that be-

known as “Donney,” his sister Dolores
C. Leffall, their family, friends, his staff,
and mentees. We will keep them in our
hearts during this difficult time.

The author is clinical professor of medicine
and medical oncology in the Department
of Medical Oncology, director of the Center
to Eliminate Cancer Disparities, and
associate director of diversity affairs

at Sidney Kimmel Cancer Center at
Jefferson, as well as the 116th president of
the National Medical Association.
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Leffall, one of five surgeons to
serve as president of two ACSs,
the American Cancer Society and
American College of Surgeons

by LaMar S. McGinnis

G rowing up as the son of educators
in the segregated South, LaSalle
Leffall was taught that education and
character were key, and he learned that
lesson well. He pursued excellence suc-
cessfully in so many arenas, and his
character was never questioned. This
pursuit of excellence led him to become
a physician, a surgeon, an oncologist,
and a consistent, tenacious leader.

Being first became commonplace for
him: the first African American president
of the American Cancer Society (1994~
1995), the first African American member
of the Southern Surgical Association, the
first African American president of the
American College of Surgeons (2009-
2010), one of five surgeons to serve as
president of the two ACSs—and more,
are among his many accomplishments.

A master orator with the memory of
an elephant, LaSalle would hold his
audience spellbound as he told sto-
ries, used extensive quotations, and
made emphatic points, all without
notes or prompters. Driven always by
principle—never blustery, always em-
phatic—he would successfully sway
opinion in his ongoing effort to right
longstanding wrongs and to enhance

We have known a giant—physically, mentally, fraternally,
socially, professionally, ethically, spiritually. Now he is gone,
but will be long remembered and loved.

%
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LaSalle D. Leffall, Jr. as a young surgeon in the 1960s. — Photo courtesy of Howard University Archives

understanding. His knowledge and
ability in surgery, oncology, and health
policy was prolific. He was ever-respon-
sive. His counsel was in wide demand,
even to some presidents of our nation.
He was a devoted family man, and he
and Ruthie were an ever present and
enviable team, like salt and pepper.

LaSalle was a charismatic leader during
a time of sea change in our nation. So
often itseems to occur in our good land
and accrues to our general benefit—the
right man at the right time.

He had friends in all spheres of influ-
ence and activity, including some of
the giants of jazz. They taught him the
importance of the “grace note.” Itis with
a grace note that he has left us.

Thank you, my old and true friend.

The author is an adjunct professor of
surgery at Emory University School of
Medicine.
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Ohio State receives
$11M NCI grant for
Appalachian cervical
cancer prevention

A public health initiative aimed at pre-
venting cervical cancer in at-risk Appa-
lachian families from Ohio, Kentucky,
Virginia, and West Virginia is underway
with support from an $11 million NCI
grant to Ohio State University Compre-
hensive Cancer Center—Arthur G. James
Cancer Hospital and Richard J. Solove
Research Institute.

The OSUCCC—James is collaborating
with 10 health systems throughout Ap-
palachian Ohio, Kentucky, Virginia, and
West Virginia to conduct this research,
in partnership with the University of
Kentucky, West Virginia University, and
the University of Virginia.

Led by Electra Paskett, leader of the OS-
UCCC—James Cancer Control Research
Program, this initiative builds on a his-
tory of collaborative research and com-
munity partnerships.

The effort will focus on reducing the
burden of cervical cancer in at-risk Ap-
palachian communities by specifically
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targeting the primary causes of cervical
cancer: tobacco smoking, human papil-
lomavirus infection, and lack of cervical
cancer screening.

The project will implement and test
the effectiveness of an integrated cer-
vical cancer prevention program con-
sisting of three interventions: nicotine
replacement therapy and smoking
cessation counseling services, a meth-
od of at-home HPV screening, and a
medical practice-based intervention to
improve HPV vaccination rates among
patients age 11—26 years of age in Ap-
palachia-based health centers.

“This region has one of the highest rates
of cervical cancer and cervical cancer
deaths in the United States. We know
that smoking tobacco products, HPV in-
fection, and lack of timely cervical cancer
screening play a significant role in these
exceptionally high rates,” Paskett, the
Marion N. Rowley professor at Ohio State
University College of Medicine and Col-
lege of Public Health, said in a statement.

“In the Appalachian area of the United
States, vaccination rates are still far be-
low the national average, and studies
have shown the HPV vaccine is effective
for not only reducing rates of cervical
cancer butalso other forms of HPV-linked
cancers thatare on therise,” said Paskett.

“These health disparities in underserved
communities are not new—they are
long-standing and must be addressed
in a systematic, sustainable way. We
hope to do just that through the type
of intentional community collaboration
established in this study.”

ACS receives $1.99M
grant for sub-Saharan
African patient
navigation initiative

The American Cancer Society has been
awarded a $1.99 million, five-year grant

to improve support and access to care
for people living with cancer in low-
and-middle-income countries, particu-
larly sub-Saharan Africa. This funding
will help ACS expand patient naviga-
tion to countries with a growing bur-
den of cancer.

The grant was awarded by the Merck
Foundation.

More than 70% of the nine million can-
cer-related deaths worldwide are in re-
source-limited settings, where patients
face many barriers to timely diagnosis
and high-quality cancer care.

With support from the foundation,
ACS will fortify its patient navigation
program in Kenyatta National Hospi-
tal, a national referral hospital in Ken-
ya, and adapt it for The Uganda Cancer
Institute, a high need facility in Uganda
which serves about 200 patients daily.

This grant is a first step toward expan-
sion of patient navigation programs.
As part of this, ACS said it will create
a comprehensive guide and toolkit to
develop and implement patient naviga-
tion programs, designed specifically for
health facilities in low- and middle-in-
come countries.

“Uganda has a population of 43 million,
but there are only 20 oncologists in the
entire country,” Jackson Orem, execu-
tive director of the Uganda Cancer In-
stitute, said in a statement. “That’s one
of the reasons why patient navigators
are so important in helping patients
manage the day-to-day challenges that
prevent them from receiving care and
empowering them to seek treatment
and stay in care.”

ACS will work with the Rollins School
of Public Health at Emory University
to evaluate the implementation of the
patient navigation programs in Kenya
and Uganda as well as the pilot of the
program design guide and implemen-
tation toolkit.
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Seewaldt and
Buermeyer awarded
grand prize from the
Global Challenge to
Prevent Breast Cancer

The Global Challenge to Prevent Breast
Cancer has awarded:

« The Grand Prize (Researcher
Category) to Victoria Seewaldt,
professor and chair of Population
Sciences at City of Hope, who,
with Chris Sistrunk of the SoCAL
STEM and Community Outread
Team, proposed STEM education
to help prevent breast cancer.

« The Grand Prize (Advocate Cate-
gory) to Nancy Buermeyer, senior
policy strategist at Breast Cancer

Prevention Partners, who, with
co-authorJanet Nudelman, advo-
cates reducing emissions at major
ports to lower breast cancer risk.

« Inaddition to the two Grand Prize
winners chosen by a judging com-
mittee of experts and advocates,
those in attendance and watching
online also had their say, voting on
an Audience Choice Award. The
winner, Michele Atlan, vice presi-
dent at the Breast Cancer Care and
Research Fund, proposed a novel
way to repackage natural ingre-
dients to aid prevention efforts.

Started by the California Breast Cancer
Research Program last fall, the Glob-
al Challenge was designed to uncover
transformative prevention research
ideas, and address the staggering sta-
tistic that, despite treatment advance-
ments, people continue to be diagnosed
with breast cancer at rates that have re-
mained essentially unchanged over the
past three decades.

Finalists were selected from dozens of
applications that were submitted to
the Global Challenge and competed at
the Idea Showcase and Competition in
San Francisco.

The ideas presented at the Global Chal-
lenge Idea Showcase and Competi-
tion will inform more than $15 million
in funding that CBCRP will devote to
breast cancer prevention research over
the next five years.
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Project ECHO brings
specialized knowledge
to rural providers

CONVERSATION WITH
THE CANCER LETTER
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This is why ECHO
was created; we

will never train
enough specialists—
particularly these g;zlxz?:);:rilg:zg officer, Project ECHO
extreme specialists—

to meet the needs of
the world. We have to
find more innovative
ways of getting that
expertise to everyone

who needs it.
99

— Oliver Bogler

Lucca Cirolia

Program planning manager, ECHO Cancer Initiative




Bogler & Cirolia spoke with
Claire Dietz, a reporter with
The Cancer Letter.
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Project ECHO, a service that provides
physicians in rural areas with access
to multidisciplinary expertise, will soon
announce partnerships with four cancer
centers—Dana-Farber Cancer Institute,
Mayo Clinic Cancer Center, University
of New Mexico Comprehensive Cancer
Center, and Yale Cancer Center.

Founded in 2003 by Sanjeev Arora, a
hepatologist based out of Albuquerque,
NM, Project ECHO is based at the Uni-
versity of New Mexico School of Medi-
cine. The oncology arm of the project,
the ECHO Cancer Initiative, reaches phy-
sicians in 10 countries through 45 hubs.

The project’s name stands for Extension
for Community Healthcare Outcomes,
connects rural providers to specialist
teams at academic medical centers. It
has long-standing collaborations with
four NCl-designated cancer centers: MD
Anderson Cancer Center, The Universi-
ty of Chicago Medicine Comprehensive
Cancer Center, Vanderbilt-Ingram Can-
cer Center, and the University of Colora-
do Cancer Center.

“Because cancer is a very complex dis-
ease, and often a combination of dis-
eases, it is essential that Cancer ECHO
hub teams are also multidisciplinary,”
said Lucca Cirolia, program planning
manager at ECHO Cancer Initiative,
to The Cancer Letter. “For example, if
you're a physician assistant who is deal-
ing with a survivorship plan adherence
issue, you can use ECHO to discuss the
case with a social worker, a nutritionist,
a pharmacist, and a psychiatrist, as well
as anoncologist, about the side effects
your patient is experiencing.”

Using teleconferencing systems, physi-
cians are able to call specialists and dis-
cuss diagnoses and treatment options
for their patients.

ECHO collaborations have a “hub-and-
spoke” design, with multidisciplinary
expert teams at the hubs and commu-
nity-based providers in underserved
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communities at the spokes, said Oliver
Bogler, ECHO’s chief operating officer.

“[They] use case-based presentations to
share best practices, and do group prob-
lem-solving,” Bogler said to The Cancer
Letter. “Short didactics are usually also
part of an ECHO session, and over time,
through what we call tele-mentoring,
the spoke providers become knowl-
edgeable and empowered. They feel
confident to start treating patients they
had not previously treated.”

The original ECHO hub in New Mexico
was focused on hepatitis C. Over the
years, the model has expanded to other
areas of medicine, including oncology.

In 2003, there were approximately
28,000 cases of hepatitis Cin New Mex-
ico—the fifth largest state in the U.S.—
but only two treatment facilities where
patients could access care, Bogler said.

“At the time, hep Cwas treatable with a
fairly complex regimen of chemo that
caused notable side effects,” Bogler said
to The Cancer Letter. “It was not an easy
treatment to manage—a 75% cure rate,
and so was certainly effective enough
for him to want to bring it to people.”

In 2011, a study published in the New
England Journal of Medicine describes
Project ECHO’s impact on underserved
communities.

“The results of this study show that
the ECHO model is an effective way
to treat HCV infection in underserved
communities,” the authors concluded.
“Implementation of this model would
allow other states and nations to treat
a greater number of patients infect-
ed with HCV than they are currently
able to treat.”

ECHO is a department of the School of
Medicine at the Health Science Cen-
ter of the University of New Mexico.
Operationally, ECHO consists of two
components:

The first part runs over 30 ECHO pro-
grams with and for UNM faculty for
the benefit of the people of New Mexi-
co and beyond. For this, ECHO receives
funding from the State of New Mexico.

The second aspect is focused on repli-
cating the ECHO model with partners
both in the U.S. and around the world.
This is entirely “soft-funded” by grants
from foundations and government.

Some of these funders include:

« Ceneral Electric Foundation;

« Robert Wood Johnson Foundation;
« Bristol-Myers Squibb Foundation;
« Merck Foundation;

- Department of Defense—Defense
Health Agency;

« Health Resources and Services
Administration;

« Centers for Disease Control and
Prevention;

o Co-lmpact.

“For replication in cancer, we rely on the
grant from Bristol-Myers Squibb Foun-
dation which is $10 million over five
years and started in 2017,” Bogler said.
“Because of the generous support of our
funders, we are able to offer our train-
ing and support to our hub partners at no
charge, and so there is neither a training
fee nor any kind of annual fee to be an
ECHO partnerorto use the ECHO model”

ECHO has now become integrated into
several international governments’
systems, including Ontario’s Ministry
of Health. In 2016, President Barack
Obama signed the ECHO Act, which
directed the Department of Health
and Human Services to not only study
ECHO, but also report their findings
to Congress.

“The assistant secretary for planning
and evaluation at HHS worked with the


https://www.nejm.org/doi/full/10.1056/NEJMoa1009370
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RAND Corporation and others to pro-
duce the report, which recognizes the
significant momentum for the adop-
tion of ECHO and noted the need to ex-
pand the evidence base,” Bogler said.
“We agree, especially as the portfolio
of ECHO programs diversifies. Now,
there’s discussion around opportunities
to fund more research on ECHO.”

Across the board, Project ECHO has 300
hubs for more than 100 diseases and
conditions in 35 countries. The project
now has more than 650 programs.

“ECHO is not a consult service that you
access occasionally; it is a long-term
learning community that increases ca-
pacity and improves care, over time,”
Bogler said. “Improved learning of the
entire ECHO program community is
the larger goal, and the advice for a
given patient is one key component of
how that is done. Eventually, the spoke
providers can reach a point where they
don’t need advice to manage their pa-
tients for the condition in question.”

Bogler and Cirolia spoke to Claire Dietz,
a reporter with The Cancer Letter.

Claire Dietz: What are the ori-

gins of Project ECHO?

Oliver Bogler: The program was devel-
oped by Dr. Sanjeev Arora here at the
University of New Mexico. He’s a gas-
troenterologist, and he started Project
ECHO about 15 years ago. He came to
New Mexico from Boston, where he
had trained, and he was interested in
treating hepatitis C. He noted that there
were 28,000 people thought to have
hepatitis C in the state [in 2003], but
that there were only two places where
they could get care.

At the time, hep C was treatable with a
fairly complex regimen of chemo that

caused notable side effects. It was not
an easy treatment to manage—a 75%
cure rate, and so was certainly effec-
tive enough for him to want to bring
it to people.

Dr. Arora initially sent the treatment
guidelines to rural providers. However,
New Mexico is the fifth largest state
geographically, with only about 2.09
million people, and the majority of the
state is medically underserved. A third
of the people in the state are supported
by Medicaid. So, itis a difficult environ-
mentin which to provide complex care.
And unfortunately, when he shared the
guidelines, providers did not take on the
care of hep C. It was too complex and
they didn’t feel empowered.

So, Dr. Arora created the first ECHO
community. ECHO communities are
by their nature relatively small. They’re
highly social, they have a hub-and-spoke
architecture with a multidisciplinary ex-
pert team at the hub, and spokes with
community-based providers, typically
from underserved areas, whether ru-
ral or urban.

They meet synchronously, supported by
real-time teleconferencing on the Zoom
platform, use case-based presentations
to share best practices, and do group
problem-solving. Short didactics are
usually also part of an ECHO session,
and over time, through what we call
tele-mentoring, the spoke providers be-
come knowledgeable and empowered.
They feel confident to start treating pa-
tients they had not previously treated.

That’'s what happened in the original
hepatitis C community, and ultimately
the capacity for care for this disease in-
creased about fivefold in New Mexico.

And Dr. Arora’s wait time went from
eight months to two weeks. He was able
to see the patients that really needed
him, and much sooner than he might
otherwise have been able to. Before
ECHO, patients would often present
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with advanced stage disease, partly
because they had been so delayed in
getting to him, because it was hard for
them to travel, take off time from work,
and for other reasons that are social de-
terminants of health. After ECHO, that
certainly changed.

So, that s the story of the original ECHO
community, which is still going strong
today. It still meets once a week on
Wednesdays for 90 minutes. But Dr.
Arora quickly understood from this
work that other people and other use
cases might be a good fit for ECHO.
When he published his experience in
2011 in a New England Journal paper,
it brought attention to the model and
initiated the formation of partnerships
and ECHO’s rapid expansion to where
we are today.

So, kind of like grand rounds

with specialty care providers?

OB: Yes, grand rounds in the traditional
sense of presenting the medical prob-
lems and treatments of an individual
patient for discussion, and not grand
rounds in the sense of a lecture.

ECHO distinguishes itself from other
forms of distance education. It’s not a
webinar, it'’s notan online course, it’s not
videos. ECHO is highly interactive. We
believe that adult learning occurs best
when focused on a real-world problem.

In medical ECHO, like in residency train-
ing, you look at a case, you present it to
an experienced team of colleagues, they
give you feedback, and everyone dis-
cusses. We talk about “All teach, and all
learn” because it’s very dynamic. ECHO
breaks down learning hierarchies that
typically exist in traditional education
settings. We don’t want “the professor
and the student.” We want people to
interact as peers.


https://www.nejm.org/doi/full/10.1056/NEJMoa1009370
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So, the community providers
will meet with the hub ex-
perts and say, “My patient is
presenting symptoms of what

| think is probably hepatitis
C, what do you recommend?
What would be the best
course of treatment?”

OB: Correct. Unlike in telemedicine,
where the remote provider cares for
the patient at a distance, in ECHO the
provider does not change. ECHO is not
a consult service that you access occa-
sionally, it is a long-term learning com-
munity that increases capacity and im-
proves care, over time.

Improved learning of the entire ECHO pro-
gram community is the larger goal, and
the advice for a given patient is one key
component of how that is done. Eventu-
ally, the spoke providers can reach a point
where they don't need advice to manage
their patients for the condition in question.

For example, in hepatitis C, we current-
ly have over 35 active programs, rather
than one big program. We don’t want
massive programs, but rather we want
to achieve scale by replicating pro-
grams. ECHO programs are best when
they are local, highly interactive, and so-
cial. If there are 300 spokes, then your
turn to present a case will only come
rarely and interaction will be difficult.

The cases are presented in an abstract-
ed and de-identified form. The patient
themselves never appear in the ECHO.
Each ECHO community determines best
disease-specific information that they
feel they need to share in order to dis-
cuss the patient.

Is that to stay compliant with

HIPAA protections?
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OB: Yes, we do not share PHI—protect-
ed health information. We intentionally
do not have PHI in our systems because
of that. It’s to protect people’s privacy.

With rural cancer care, how

have you seen ECHO improv-
ing access?

OB: In cancer, ECHO is seeing a lot of
growing interest, some great part-
nerships are forming. However, for an
ECHO community to work, the value
proposition to the spoke participant has
to be very clear.

So far, we've seen the most success in
ECHOs focused on areas like palliative
care. Similarly, there are programs in
survivorship where specialist oncolo-
gists are collaborating with community
providers to manage patients after their
active-phase of treatment.

There are also great programs in to-
bacco prevention and cervical cancer
prevention. We also have new ECHOs
focused on increasing clinical trial ac-
cess for underserved populations and
managing the rapidly increased use of
molecular genetic testing.

Lucca Cirolia: What makes ECHO so
innovative is that the multidisciplinary
nature of the hub team. In the original
hepatitis C community, spokes were not
just calling in to talk with Dr. Arora as
the one hepatitis C expert. They called
in to present their patient’s case, receive
advice from the network at large, and
learn from the multidisciplinary team
comprised of gastroenterologists, so-
cial workers, nurses, pharmacists, and
psychiatrists.

Because cancer is a very complex dis-
ease and often a combination of dis-
eases, it is essential that Cancer ECHO
hub teams are also multidisciplinary. For

example, if you're a physician assistant
who is dealing with a survivorship plan
adherence issue, you can use ECHO to
discuss the case with a social worker, a
nutritionist, a pharmacist, and a psychi-
atrist, as well as an oncologist, about the
side effects your patient is experiencing.

| also want to emphasize the benefit of
what we call the ‘learning loop. ECHO
is really innovative because it’s not just
the spokes that are learning from the
experts, but the experts are also learn-
ing from the community providers. And
that’s essential.

In New Mexico, we have a lot of cultural
differences. It's really important that we
are aware that a tobacco cessation plan
may be more difficult for one of the
tribes to implement, since they have tra-
ditional rituals thatinclude tobacco. And
the experts should be culturally sensitive
when they provide recommendations to
the network. This is the learning loop: the
providers learn best practice from the
hub team, and the experts learn about
local community issues related to best
practice adherence from the spokes.

One interesting ECHO program is
the American Academy of Pediatrics.
They're a super-hub, which means that
they train other hubs in the ECHO meth-
odology in addition to running their
own ECHO programs. This network is
running programs for HPV quality im-
provement. AAP has really taken ECHO
to the next level, which means they not
only have their spoke sites participate
and learn as a community, but they be-
come the experts and disseminate best
practices to local providers across states
like Arizona, NewJersey, and Oregon—a
great example of force multiplication.

Additionally, the National Cancer Insti-
tute’s Center for Global Health has three
programs focused on disseminating
best practices in national cancer control
planning in the Caribbean, Asia Pacific,
and Africa. The national cancer control
plans have a special focus on breast
and cervical cancer, as well. ECHO fa-
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cilitates learning across communities
where samples and tests can be com-
promised by distance and temperature.
This knowledge can then be shared with
other regions facing similar challenges.

OB: NClI's Africa program met recent-
ly and discussed cancer registries and
heard presentations from Rwanda,
among other countries. Very interesting
to see a dynamic community of practice
working together.

But to come back to your question,
Claire, | would say ECHO focuses on
moving knowledge and oftentimes,
knowledge can be the missing piece.
But technology and medicines are also
critical. For example, in surgery, ECHO
can bridge the gap between in-person
visits, where there is hands-on training
in the OR with colleagues; in-between
visits, ECHO can be used to keep the
conversation going.

MD Anderson has an ECHO program
with Mozambique and Brazil that initial-
ly focused on cervical, it now includes
breastand head and neck cancers. Phy-
sicians from Houston and Brazil visit
Maputo [capital of Mozambique] peri-
odically for workshops and then meet
in ECHO sessions in-between.

It sounds like the focus in the
Cancer Initiative right now

is on expansion and getting
people to have access to can-
cer-specific ECHOs?

OB: Yes, at the ECHO Institute at the
University of New Mexico in Albuquer-
que, we're just 110 people. ECHO is en-
tirely a partnership model, and we help
partners learn ECHO and then launch
their own programs. The institute is
grant funded, which allows us to pro-
vide training and participation in ECHO
with no charge. Today we have 300
partners, or hubs—it’s growing weekly.

Most have received formal ECHO train-
ing with us here in Albuquerque and
some with our superhubs. MD Ander-
son is the superhub for oncology, and
they are training many hubs in cancer.

[Across Project ECHO], these hubs are
in 35 countries, running nearly 650 pro-
gramsinabout7o different subjectareas.
Lucca and | focus on expanding the use of
ECHO in cancer, thanks to a grant from
the Bristol-Myers Squibb Foundation that
supports our work in the United States
and South Africa. We connect with po-
tential partners, hold exploratory conver-
sations, and if there’s interest, we bring
them in for training. Then we provide
technical assistance and mentorship as
they launch their programs. The hubs be-
come very quickly self-sufficientand then
run programs to meet their missions.

We also catalyze communication across
programs. Lucca runs a monthly call, the
Cancer Collaborative, where anybody
participating in a cancer-related ECHO is
welcome tojoin and then discuss areas of
common interest. We're also moving to-
ward building a stronger digital platform
for the practice of ECHO and improved
networking of ECHO participants.

Of the 70 NCl-designated cancer cen-
ters, we have eight either launched (The
University of Chicago, University of Col-
orado, University of Texas MD Anderson
Cancer Center and Vanderbilt-Ingram
Cancer Center) or preparing to launch
(Dana-Farber Cancer Institute, Mayo Clin-
ic Cancer Center, University of New Mex-
ico Comprehensive Cancer Center, and
Yale Cancer Center). We welcome more
conversations with community-based
organizations and other groups focused
on cancer, like patient advocacy groups.

LC: We mentioned MD Anderson and
NCI, and we also partner with the Amer-
ican Cancer Society, American Society
of Clinical Oncology, and the American
Society of Clinical Pathology. There are
also quite a few that are in pre-launch,
but we did just learn that ASCO has
launched their first program. Theirs is
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an interesting use case, where they are
taking on the training component of the
Union of International Cancer Control’s
City Cancer Challenge within four cities.
Again, ECHO is being deployed along-
side in-person training with the goal to
more effectively treat and teach people
best practice in cancer care delivery.

OB: We have a dashboard that shows
the current footprint in cancer. And
you can see all the individual programs.
What are the numbers today, Lucca?

66

ECHO is really
innovative because
it’s not just the spokes
that are learning
from the experts, but
the experts are also
learning from the
community providers.
And that’s essential.

29

— Lucca Cirolia

LC: We have a global interactive map
that tracks all of our partners replicating
the ECHO model, but this is specificjust
to cancer. [ECHO Cancer Initiative], has
45 hubs in 10 countries and each of the
hubs has at least one active program,
but many have more than that.

Across the 45 hubs, we have 70 pro-
grams. As Oliver mentioned, since 2003,
when Dr. Arora started the first hepa-
titis C ECHO program, we have grown
to about 35 hep C hubs globally. We're
very happy that within about five years
of diving into the cancer space, we've
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been able to help partners launch 70
programs focused on cancer.

LC: Yes, we are relatively new to cancer.
MD Anderson, of course, has beena great
partner and has been replicating the
model in cancersince early 2014, but we're
seeing an increased interest in the ECHO
model for cancer care improvement.

We are seeing similar growth in other
areas, including other infectious diseas-
es, autism, mental health issues relat-
ed to the opioid crisis, among others.
There are some really interesting use
cases outside medicine too, including
a sheriff’s department using ECHO for
telementoring de-escalation tactics.

OB: We're moving rapidly outside of
medicine. Education and civics are fast
growing areas. ECHO can be used in
many areas and we're excited about in-
novation from our partners. When you
have scarce expertise, you have dynamic
complexity, you have high social impact,
then ECHO might be useful, and we're
always excited when people come to us
with new ideas.

| don’t know how many cancer-related
conversations Lucca and | are having,
but there must be 20 or 30, at least, go-
ing on at the moment. Some of them
with patient advocacy organizations
and other kinds of programs. It’s really
exciting, | have to say.

What does the new legislative

support for ECHO entail?

OB: OQOur ultimate goal is to have
ECHO embedded in systems. We at
the ECHO Institute are mostly cat-
alysts, and whether that capability

THE CANCER LETTER | MAY 31,2019 | VOL45 | ISSUE 22

exists in five or 10 years is really not
as important to us as if we've suc-
ceeded in getting ECHO into systems.

Internationally, that’s been very suc-
cessful. For example, in the state of
Ontario, the Ministry of Health has ad-
opted ECHO. In Namibia, in the coun-
try of Georgia, in India, national and
regional governments have engaged.
In these partnerships, either state or
country-level ministries of health are
the first to adopt ECHO and implement
ECHO programs, because that’s where it
really shines, at the systems level.

In the United States, the health care
system is organized a little differently,
but we've also had some real success. In
2016, the ECHO Act was signed by Pres-
ident Barack Obama, and it directed
the Department of Health and Human
Services to study ECHO and report to
Congress. They published their report
in March of this year. The assistant sec-
retary for planning and evaluation at
HHS worked with the RAND Corpora-
tion and others to produce the report,
which recognizes the significant mo-
mentum for the adoption of ECHO and
noted the need to expand the evidence
base. We agree, especially as the portfo-
lio of ECHO programs diversifies. Now,
there’s discussion around opportunities
to fund more research on ECHO.

In the course of ASPE’s work, they un-
covered that many parts of the federal
government are supporting ECHO in
different ways, including AHRQ, SAM-
HSA, CMS, IHS, and more recently the
National Institutes of Health. For exam-
ple, we are seeing an increased interest
by Clinical and Translational Science
Centers or members of NCI core grants
to include support for ECHO.

In addition, New Mexico is operating
under a Medicaid waiver to support
ECHO programs, and Oregon and Cali-
fornia are coordinating with their coor-
dinated care and managed care organi-
zations for this purpose.

Additionally, there was recent legis-
lation in response to the opioid crisis
where funding preference is given to
health centers participating in ECHO
programes, in recognition that the ECHO
opioid programs are effective.

ECHO is also an educational method-
ology. You can deliver continuing edu-
cation credits and certification credits
through ECHO programs. Certification
of programs is a service we offer at the
institute, and we feel that such credits
can be another incentive to participate
in the ECHO community.

Did I miss anything?

OB: We welcome conversations with
community-based cancer providers
and others in the cancer space, be-
cause ECHO is a great way to share
scarce expertise. ECHO was born in
an academic medical center, so we are
well connected to the academic cancer
community through our comprehensive
cancer center here at the University of
New Mexico.

Before | joined ECHO, | worked at MD
Anderson for13years, and learned about
the hyper-specialization thatis going on
in cancer and in medicine broadly. The
top specialists are getting more and
more knowledgeable, but they are also
focusing their specialization.

This is why ECHO was created; we will
never train enough specialists—par-
ticularly these extreme specialists—to
meet the needs of the world. We have
to find more innovative ways of getting
that expertise to everyone who needs
it. We want to make sure that if there’s
a breakthrough at an MD Anderson or
ata Sloan Kettering, thatit doesn’t take
20 years to get to the front lines of our
communities, particularly those who
are underserved globally.



CLINICAL ROUNDUP

Early-onset colorectal
cancer rising fastest
in Western states,
say ACS and OSU

Early-onset colorectal cancer is rising
most rapidly in Western states, where
healthy behaviors are prominent, ac-
cording to a new study from the Amer-
ican Cancer Society and Ohio State
University. The authors of the study,
which appears in INCI, say the findings
indicate the need for further etiologic
studies to explore early-life colorectal
carcinogenesis.

Early-onset colorectal cancer has been
on the rise for several decades in the
U.S. for unknown reasons. Because
geographic differences could help un-
cover potential causes for the trend,
investigators analyzed changes in CRC
incidence and risk factors among adults
under 50 during 1995-2015 by state and
race and ethnicity.

Based on cancer registries represent-
ing 95% of the U.S. population, the
study found early-onset CRC inci-
dence increased over the most recent
ten data years (2006-2015) by 11% per
year. Rates rose faster for rectal tumors
(1.7% per year) than for colon tumors
(0.7% per year).
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The increase was mostly confined to
whites, among whom rates rose in 40
out of 47 states (with available data) and
were otherwise stable. Therise varied in
magnitude across states, with average
increases exceeding 2.5% peryearinten
states, six of which are in the west.

For example, over the past two de-
cades CRC incidence increased by 73%
in Washington, from 6.7 (per 100,000)
during 1995-1996 to 11.5 during 2014-
2015, and by 57% in Colorado, from 6.0
t09.5. Increases were generally steeper
for rectal than for colon cancer, with
rates doubling in some states (e.g. in
Colorado, from 1.9 to 4.2), converging
with rates for colon cancer.

“Although early-onset colorectal cancer
incidence is currently lowest in Western
states and highest in Southern states,
consistent with the prevalence of estab-
lished risk factors, like obesity, physical
inactivity, and smoking, this pattern
may change because the steepest in-
creases are in Western states,” said
Rebecca L. Siegel, scientific director of
surveillance research at American Can-
cer Society and lead author of the study.

“This finding suggests that early life
exposures in addition to the ‘usual sus-
pects’ may be contributing to the rise
in early onset disease. Future studies
should explore novel risk factors for
colorectal cancer in young adults.”

Johns Hopkins
researchers design
blood test to detect
DNA fragments of
multiple cancer types

Researchers at the Johns Hopkins Kim-
mel Cancer Center have developed a
blood test that can detect the presence
of seven different types of cancer by
spotting unique patterns in the frag-
mentation of DNA shed from cancer
cells and circulating in the bloodstream.
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In a proof-of-concept study called DELFI,
DNA evaluation of fragments for early
interception, accurately detected the
presence of cancer DNA in 57% to more
than 99% of blood samples from 208
patients with various stages of breast,
colorectal, lung, ovarian, pancreatic,
gastric, or bile duct cancers in the U.S.,
Denmark, and the Netherlands.

DELFI also performed well in tests of
blood samples from 215 healthy indi-
viduals, falsely identifying cancerinjust
four cases.

The test uses machine learning to iden-
tify abnormal patterns of DNA frag-
ments in the blood of patients with
cancer. By studying these patterns, the
investigators said they could identify
the cancers’ tissue of origin in up to
75% of cases.

The study was published in Nature.

Blood tests, or liquid biopsies, for cancer
detection typically look for mutations
or for methylation, a chemical reaction
in which a methyl group is added to
DNA, said senior study author Victor
E. Velculescu, professor of oncology
and co-director of the Cancer Biology
Program at the Johns Hopkins Kimmel
Cancer Center.

Not all cancer patients have changes
that are detectable using these meth-
ods, Velculescu said, and there is a great
need for improved methods for early
detection of cancer.

DELFI studies the way DNA is packaged
inside the nucleus of a cell by looking
in the blood at the size and amount of
DNA from different regions across the
genome for clues to that packaging.

Alessandro Leal, a lead author of the
study, said the nuclei of healthy cells
package DNA like a well-organized suit-
case in which different regions of the
genome are carefully placed in various
compartments. By contrast, the nuclei
of cancer cells are more like disorga-
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nized suitcases, with items from across
the genome thrown in haphazardly.

“For various reasons, a cancer genome
isdisorganized in the way it’s packaged,
which means that when cancer cells
die they release their DNA in a chaotic
manner into the bloodstream,” Jillian
Phallen, a lead author on the study and
aJohns Hopkins Kimmel Cancer Center
postdoctoral fellow, said in a statement.
“By examining this cell-free DNA, DEL-
Fl helps identify the presence of cancer
by detecting abnormalities in the size
and amount of DNA in different re-
gions of the genome based on how it
is packaged.”

The researchers said the test’s potential
must be further validated in additional
studies. If that happens, it could be used
to screen for cancer by taking a tube of
blood from anindividual, extracting the
cfDNA, studying its genetic sequences,
and determining the fragmentation
profile of the cfDNA. The genome-wide
fragmentation pattern from an individ-
ual can then be compared to reference
populations to determine if the pattern
is likely healthy or derived from cancer.

Robert B. Scharpf, a seniorauthor on the
study and an associate professor of on-
cology, said because the genome-wide
fragmentation patterns may reveal
differences associated with specific tis-
sues, these patterns, when found to be
derived from cancer, can also indicate
the source of the cancer, such as breast,
colon, or lung.

DELFI simultaneously analyzes millions
of sequences from hundreds to thou-
sands of regions in the genome, identi-
fying tumor-specificabnormalities from
minute cfDNA amounts, said Scharpf.

Using DELFI, investigators found ge-
nome-wide cfDNA fragmentation pro-
files are different between cancer pa-
tients and healthy individuals.

Stephen Cristiano, a lead author on the
study, said, in cancer patients, frag-
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mentation patterns in cfDNA appear to
result from mixtures of DNA released
from both blood and tumor cells. It also
shows multiple distinct genomic differ-
ences with increases and decreases in
fragment sizes at different regions.

For the current study, the Hopkins inves-
tigators worked with colleagues from
institutions in the U.S., Denmark, and
the Netherlands to perform low-cov-
erage whole genome sequencing of
cfDNA from 208 patients with cancer,
including 54 breast cancer patients, 27
colorectal cancer patients, 12 lung can-
cer patients, 28 ovarian cancer patients,
34 pancreatic cancer patients, 27 gastric
cancer patients, and 26 bile duct cancer
patients. They also performed whole
genome sequencing to analyze cfDNA
from 215 healthy individuals.

All cancer patient samples were ob-
tained before any treatment, and the
majority of the samples, 183, were from
people whose disease could be treated
with surgical removal of the tumors.

The researchers report the healthy
individuals had similar fragmenta-
tion profiles, while patients with can-
cer had more variable fragmentation
profiles that were less likely to match
healthy profiles.

DELFI detected cancer in 73% of cancer
patients overall, while misclassifying
four of 215 healthy individuals (98%
specificity). The test also was found to
be 61%-75% accurate in identifying the
tissue of origin of the cfDNA.

When DELFI and mutation-based cfD-
NA analyses were combined, investi-
gators could accurately detect 91% of
cancer patients.

Because the test is easy to adminis-
ter and employs simple and inexpen-
sive laboratory methods, Velculescu
expects the test could ultimately be
more cost-effective than other cancer
screening tests, including other current
cfDNA tests.

DRUGS & TARGETS

FDA approves first
mesothelioma
treatment in 15 years

FDA has approved a tumor-treating
fields device in combination with peme-
trexed plus platinum-based chemother-
apy for the first-line treatment of unre-
sectable, locallyadvanced, or metastatic
malignant pleural mesothelioma.

The device, the NovoTTF-100L Sys-
tem (Novocure), is the first treatment
for MPM approved by the FDA in
15 years, since pemetrexed was ap-
proved in 2004.

TTF therapy uses electric fields to dis-
rupt solid tumor cancer cell division.
Previously, FDA approved Optune,
another TTF delivery system from No-
vocure, for the treatment of glioblas-
toma in 2011.

MPM is a rare but aggressive cancer
strongly associated with asbestos
exposure. Prior to the new approval,
pemetrexed plus cisplatin was the only
FDA-approved therapy for patients with
unresectable MPM, according to a com-
pany statement.
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The new device for MPM was approved
under the Humanitarian Device Exemp-
tion, which was created to encourage
innovation in rare diseases.

FDA approval is based on the results
of the STELLAR trial, a prospective,
single-arm trial of NovoTTF-100L plus
chemotherapy first-line in patients with
unresectable MPM.

In the trial, 80 unresectable MPM pa-
tients treated with TTF plus chemo-
therapy experienced a median overall
survival of 18.2 months. However, No-
vocure acknowledged “the effective-
ness of this device for this use has not
been demonstrated.”

Median OS was 21.2 months for patients
with epithelioid MPM (n = 53) and 12.1
months for patients with non-epitheli-
oid MPM (n = 21). More than half (62%)
of patients were alive at 1 year.

The overall response rate was 40%,
all were partial responses. In addition,
57% had stable disease; the remaining
3% of patients had progressive disease.
At least one follow-up CT scan was per-
formed in most patients (n =72).

Median progression-free survival was
7.6 months.

Trial results show NovoTTF-100L can be
combined with chemotherapy, as there
was no increase in serious systemic ad-
verse events when the two modalities
were joined. Mild-to-moderate skin irri-
tation was the most common device-re-
lated side effect.

FDA approves

Pigray + fulvestrant

in breast cancer

FDA has approved Pigray (alpelisib, for-
merly BYL719) in combination with ful-

vestrant for the treatment of postmeno-
pausal women, and men, with hormone

receptor positive, human epidermal
growth factor receptor-2 negative, PIK-
3CA-mutated, advanced or metastatic
breast cancer, as detected by an FDA-ap-
proved test following progression on or
after an endocrine-based regimen.

Pigray is sponsored by Novartis.

Approximately 40% of patients living
with HR+/HER2- breast cancer have
PIK3CA. PIK3CA mutations are associ-
ated with tumor growth, resistance to
endocrine treatment, and a poor overall
prognosis. Pigray targets the effect of
PIK3CA mutations and may help over-
come endocrine resistance in HR+ ad-
vanced breast cancer.

FDA approval is based on the results
of the phase Il trial, SOLAR-1, that
showed Pigray plus fulvestrant nearly
doubled median progression-free sur-
vival compared to fulvestrant alone
in HR+/HER2- advanced breast cancer
patients with a PIK3CA mutation (me-
dian PFS 11.0 months vs. 5.7 months;
HR=0.65, 95% Cl: 0.50-0.85; p<0.0071).
Pigray provided consistent PFS results
across pre-specified subgroups, includ-
ing among patients previously treated
with a CDK4/6 inhibitor.

Overall response rate more than dou-
bled when Pigray was added to fulves-
trantin patients with a PIK3CA mutation
(ORR= 35.7% vs 16.2% for fulvestrant
alone, p=0.0002).

Pigray and its associated companion
diagnostic test from QIAGEN N.V. was
the first combination product approved
under the FDA Oncology Center of Ex-
cellence Real-Time Oncology Review
pilot program.

“Today’s approval is expected to change
the way we practice medicine in ad-
vanced breast cancer. For the first time,
physicians can test for PIK3CA biomark-
ersand develop a treatment plan based
on the genomic profile of a patient’s
cancer,” said Fabrice André, global SO-
LAR-1 principal investigator, research
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director and head of INSERM Unit U981,
professorin the Department of Medical
Oncology at Institut Gustave Roussy in
Villejuif, France.

“In the SOLAR-1 phase Il trial, alpelisib
plus fulvestrant nearly doubled medi-
an PFS and more than doubled overall
response rate in patients with a PIK3CA
mutation, offering them new hope for
longer life without progression.”

Patients with HR+/HER2- advanced
breast cancer can be selected for treat-
mentwith Pigray based on the presence
of PIK3CA mutations. Concurrent with
the approval of Pigray, the therascreen
PIK3CA companion diagnostic test from
QIACEN was also approved by the FDA
and is now available for patient testing.

SOLAR-1 is a global, phase Ill random-
ized, double-blind, placebo-controlled
trial studying Pigray in combination
with fulvestrant for postmenopausal
women, and men, with PIK3CA-mutat-
ed HR+/HER2- advanced or metastatic
breast cancer that progressed on or fol-
lowing aromatase inhibitor treatment
with or without a CDK4/6 inhibitor. SO-
LAR-1 is the pivotal phase Ill trial that
supported this approval.

The trial randomized 572 patients. Pa-
tients were allocated based on central
tumor tissue assessment to either a PIK-
3CA-mutated cohort (h=341) ora PIK3CA
non-mutated cohort (n=231).

Within each cohort, patients were ran-
domized in a1:1 ratio to receive continu-
ous oral treatment with Pigray (300 mg
once daily) plus fulvestrant (500 mg ev-
ery 28 days + Cycle 1 Day 15) or placebo
plus fulvestrant.

Stratification was based on visceral
metastases and prior CDK4/6 inhibitor
treatment. Patients and investigators
are blinded to PIK3CA mutation status
and treatment.

The primary endpoint is local investi-
gator assessed PFS using RECIST 1.1 for
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patients with a PIK3CA mutation. The
key secondary endpoint is overall sur-
vival. Secondary endpoints include, but
are not limited to, overall response rate,
clinical benefitrate, health-related qual-
ity of life, efficacy in PIK3CA non-mu-
tated cohort, safety, and tolerability.
SOLAR-1 is ongoing to assess overall
survival and other secondary endpoints.

FDA approves
lenalidomide
for follicular and
marginal zone
lymphoma

FDA approved lenalidomide (Revlimid)
in combination with a rituximab prod-
uct for previously treated follicular lym-
phoma and previously treated marginal
zone lymphoma.

Thedrugis sponsored by Celgene Corp.

Approval was based on two clinical
trials: AUGMENT (NCTo1938001) and
MAGNIFY (NCTo1996865). In AUGMENT,
358 patients with relapsed or refracto-
ry FL or MZL were randomized (1:1) to
receive lenalidomide and rituximab
or rituximab and placebo. In the sin-
gle-arm component of MAGNIFY, 232
patients with relapsed or refractory FL,
MZL, or mantle cell lymphoma received
12 induction cycles of lenalidomide
and rituximab.

In AUGMENT, the primary endpoint was
progression-free survival in the intent-
to-treat population, as determined by
an independent review committee.
Median PFS was 39.4 months (95% ClI:
229, NE) in the lenalidomide arm and
14.1 months (95% Cl: 11.4,16.7) in the pla-
cebo-containing arm (HR 0.46; 95% Cl:
0.34, 0.62; p<0.0001).

The objective response rate by IRC as-
sessment for patients with follicular
lymphoma was 80% (118/147; 95% ClI:
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73%, 86%) in the lenalidomide arm
compared with 55.4% (82/148; 95% Cl:
47%, 64%) in the control arm.

For patients with marginal zone lym-
phoma, the ORR by IRC assessment
was 65% (20/31; 95% Cl: 45%, 81%) com-
pared with 44% (14/32; 95% Cl: 26%,
62%), respectively.

In MAGNIFY, the ORR by investigator
assessment was 59% (104/177; 95% Cl:
51%, 66%) for patients with follicular
lymphoma. Median response dura-
tion was not reached with a median
follow-up of 7.9 months (95% Cl: 4.6,
9.2). For patients with marginal zone
lymphoma, the ORR by investigator as-
sessment was 51% (23/45; 95% Cl: 36%,
66%). Median response duration was
not reached with a median follow-up
of 11.5 months (95% Cl: 8.0, 18.9).

The recommended lenalidomide dose
for FL or MZL is 20 mg once daily orally
on days 1-21 of repeated 28-day cycles
for up to 12 cycles.

FDA approves
gilteritinib for
refractory AML

FDA approved the addition of overall
survival data in labeling for gilteritinib
(Xospata), which is indicated for adult
patients who have relapsed or refracto-
ry acute myeloid leukemia with a FLT3
mutation as detected by an FDA-ap-
proved test.

The drug is sponsored by Astellas
Pharma US, Inc.

Approval was based on the ADMIRAL
trial (NCTo02421939), which included 371
adult patients with relapsed or refracto-
ry AML having a FLT3 ITD, D835, or 1836
mutation identified by the LeukoStrat
CDx FLT3 Mutation Assay.

Patients were randomized (2:1) to
receive Xospata 120 mg once daily
(n=247) over continuous 28-day cycles
or prespecified salvage chemotherapy
(n=124). Salvage chemotherapy includ-
ed either intensive cytotoxic chemo-
therapy or a low-intensity regimen.

For the analysis, OS was measured from
the randomization date until death
by any cause. The median OS was 9.3
months for patients receiving gilteri-
tinib and 5.6 months for those on the
chemotherapy arm (HR 0.64; 95% ClI:
0.49,0.83; 1 sided p-value=0.0004).

The results were consistent in the inten-
sive chemotherapy stratum (HR 0.66;
95% Cl: 0.47-0.93) and the low-inten-
sity regimen stratum (HR 0.56; 95% Cl:
0.38-0.84).

The recommended gilteritinib dose is
120 mg orally once daily.

We are at the
ASCO annual
meeting
in Chicago
this weekend.
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