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Medical Director of Cancer Clinical Trials Office
Seeking mid-career/senior clinical trialist to serve as the medical 
director of the Cancer Clinical Trials Office. The role will work 
closely with the administrative director of the Cancer Clinical 
Trials Office to set priorities, allocate resources, drive trial 
enrollment and ensure that high quality clinical research will be 
supported throughout UNMCCC. Applicant will have a clinical 
research program within hematology/oncology. 

Gastrointestinal & Hepatobiliary  
Cancer Program Leader
Seeking mid-career, senior physician or physician-scientist to 
provide leadership to the UNMCCC Gastrointestinal Cancer Clin-
ical Working Group. Looking for expertise in translational and/or 
clinical research focused on GI malignancies, and leadership skills 
to develop a nationally recognized clinical/translational research 
program in GI malignancies and may serve as the UNMCCC 
Clinical Trials Office Medical Director. 

Phase 1/Experimental Therapeutics 
Seeking mid-to-senior level career physicians or physician 
scientists with expertise in experimental therapeutics, the devel-
opment and/or testing of novel targeted cancer therapeutics, 

and the design and conduct of early phase human cancer clinical 
trials. The role will lead UNMCCC efforts focused on the rapid 
translation from bench-to-bedside-and-back by working with 
the basic and translational scientists of UNMCCC. Applicant may 
serve as the UNMCCC Clinical Trials Office Medical Director.

Gastrointestinal Malignancies
Seeking junior level physicians/physician scientists with exper-
tise in medical oncology and a focus in clinical care and clinical 
research in GI and hepatobiliary malignancies. The role will be 
a GI and Hepatobiliary Clinical Working Group member and will 
contribute to the academic mission of the division of hematol-
ogy/oncology and the UNMCCC. 

Neuro-Oncologist
Seeking physicians or physician scientists with training and 
expertise in neurology or oncology and a focused interest in 
clinical care and clinical/translational research in patients with 
cancers of the brain and spinal cord. The role will participate and/
or lead the Neuro-Oncology Clinical Working Group. Leadership 
opportunities exist for outstanding candidates with a strong 
track-record of accomplishments, program-building experience 
and a history of collaboration across multiple departments. 

Endowed Chairs and Professorships, significant resources, start-up packages, and rich opportunities for 
collaboration with multidisciplinary research and clinical teams are available.
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Associate Director for  
Cancer Population Sciences
Endowed Chair and Senior Leadership Role
The UNM Comprehensive Cancer Center is searching for a 
national leader in cancer population sciences. Seeking candi-
dates with a track record of outstanding scholarly achievement 
reflected in peer-reviewed funding (preferably NCI and NIH), 
high quality publications, and collaborative interdisciplinary 
research with a scientific focus in either cancer epidemiology, 
cancer prevention and control, health services research, behav-
ioral intervention, or cancer health disparities. 

Cancer Molecular & Genetic Epidemiology
Endowed Chair and Senior Leadership Role
Seeking cancer population scientists with expertise in popula-
tion-based molecular and/or genetic epidemiology. Looking for 
epidemiologists engaged in biomarkers of risk and prognosis, 
genomics, epigenetics, gene-environment interactions, genetic 
ancestry, and genetic risk assessment. 

Cancer Control, Health Services  
& Behavioral Intervention
Endowed Faculty and Leadership Role
Seeking established population scientists focused on cancer 
control, health services research, and behavioral intervention 
research to lead programmatic efforts. Looking for mid-career to 
senior faculty with outstanding scholarly achievement, including 
peer-reviewed funding (preferably NCI and NIH) and impactful 
publications. 

Biostatisticians
Seeking PhD biostatisticians to join an outstanding team 
engaged in statistical methodology relevant to cancer and in 
biostatistical applications integrated with basic, translational, 
clinical, and population science research. Search chairs: 

Cancer Immunology & Tumor Microenvironment
Two Positions: Basic or Translational Scientist 
Seeking established mid-career or senior scientists focused on 
analysis and modeling of pathways that mediate response or 
resistance to immune therapies, and on signaling perturbations 
in the context of the tumor microenvironment that enhance or 
inhibit the immune response to cancer cells. 

Cancer Cell Signaling 
Seeking cancer cell biology, signaling, and systems biology 
experts with interests in dissecting mechanisms of perturbed 
signaling in cancer cells, on analysis and modeling of pathways 
mediating response or resistance to targeted therapies. 

RNA Biologist
Seeking highly interactive basic and translational scientists 
focused on gene expression, transcriptional regulatory and 
alternative splicing mechanisms relevant to cancer; the biology 
and role of noncoding RNAs in cancer development and/or 
progression; and functional genomics (including investigators 
employing CRISPR/CAS or other functional genomic screening 
technologies). 

The University of New Mexico Comprehensive Cancer Center (UNMCCC) is the Official Cancer Center of New 
Mexico and the only National Cancer Institute (NCI) designated comprehensive cancer center in a 500-mile 
radius. Our 134 oncology physicians, 122 cancer research scientists, and staff focus on discovering the causes 
and cures for cancers disproportionately affecting the people of the American Southwest — primarily Hispanic, 
American Indian, and Non-Hispanic White — with strikingly different patterns of cancer incidence, mortality 
and disparity. In the past year, our center cared for 12,000 patients; 12 percent participated in therapeutic 
interventional studies and 35 percent in interventional studies. UNMCCC has outstanding programs in Cancer 
Control and Population Sciences, Cellular and Molecular Oncology, and Cancer Therapeutics. Our research 
houses national centers: The Molecular Discovery and High Throughput Target Screening Center (nmmlsc.
health.unm.edu), one of six Chemical Biology Consortium Centers of Excellence in The NCI NExT Program; 
Spatiotemporal Modeling of Cell Signaling (stmc.unm.edu), one of 13 NIH National Centers for Systems Biology; 
and a NIH Clinical and Translational Sciences Center. We enrich our endeavors by collaborating with Sandia 
and Los Alamos National Labs and Lovelace Respiratory Research Institute. Our members benefit from our 
Shared Resources: biospecimen collection and tissue analysis, genomics, biostatistics, bioinformatics, cancer 
population science and behavioral interventions, and the conduct of clinical interventions. UNMCCC is the 
center of our statewide cancer clinical trials and health delivery research network — partly funded by a NCI 
NCORP Grant — and is an Oncology Research Information Exchange Network (ORIENcancer.org) member. 
Our center has conducted 60+ statewide community-based cancer education, prevention, screening, and 
behavioral intervention studies involving more than 10,000 New Mexicans. Learn more at cancer.unm.edu.

Head & Neck and/or Thoracic Oncologist
Seeking junior level physicians or physician scientists with 
expertise in medical oncology and a focus in the clinical care and 
clinical research in Head & Neck and/or thoracic malignancies. 
The position will be a Head and Neck Cancer Clinical Working 
Group and/or the Thoracic Oncology Clinical Working Group 
member and will contribute to the academic mission of the 
division of hematology/oncology and UNMCCC. 

Melanoma/Sarcoma Medical Oncologist
Seeking junior level physicians or physician scientists with exper-
tise in medical oncology and a focused interest in clinical care 
and clinical research in melanoma and/or sarcoma. The role will 
be a Melanoma and/or Sarcoma Clinical Working Group member 
and will contribute to the academic mission of the division of 
hematology/oncology and UNMCCC.

Hematologic Malignancies and  
Stem Cell Transplantation
Seeking junior level physicians or physician scientists with 
expertise in hematology and a focus in clinical care and research 
in malignant hematology and stem cell transplantation to be a 
member of the Malignant Hematology Clinical Working Group 
and contribute to the academic mission of the division of hema-
tology/oncology and UNMCCC. 

Radiation Oncologist
Seeking physicians or physician scientists with expertise in 
radiation oncology and an interest in clinical care and clinical 
and translational research. Applicants will participate in the 
multidisciplinary clinical care of cancer patients and in the design 
and conduct of cancer clinical trials as a member of one or more 
UNMCCC multidisciplinary clinical working groups. 
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The new common definitions are pub-
lished as part of a pilot study led by 

Friends of Cancer Research, which an-
nounced the conclusions of this phase 
of the project at a recent gathering in 
Washington, D.C.
 
At the Sept. 18 event, the 8th Annual 
Blueprint for Breakthrough Forum, a 
speaker nicknamed the collaboration 
“Frenemies of Cancer Research.” The 
suggestion set of f a wave of loud, albeit 
nervous laughter, because the joke was 
on the nose—to collaborate, many of 
these companies had to set aside their 
competitive agendas, which made for 
an uneasy peace.
 
The companies that participated in the 
Friends Pilot Project 2.0 are: Aetion, 
CancerLinQ, Concerto HealthAI, COTA, 
Flatiron Health, IQVIA, Kaiser Perma-

nente, OptumLabs, McKesson Life Sci-
ences, Syapse, and Tempus.
 
The Friends ef fort is central to realizing 
one of the primary mandates within the 
21st Century Cures Act of 2016, which re-
quires FDA to consider using real-world 
evidence to complement and supple-
ment data generated through tradi-
tional clinical trials in drug regulation.
 
The project has one especially import-
ant patron. “FDA was instrumental in 
providing expertise throughout the 
entirety of the project, including its de-
velopment,” Jef f Allen, president and 
CEO of Friends, said to The Cancer Letter.
 
Most of the companies involved in 
the Friends ef fort regularly compete 
against each other for grants, access to 
health systems, and funding from phar-

maceutical companies that are plotting 
strategy in the new RWE world. 
 
The stakes are high:

As FDA continues to approve immu-
notherapies and targeted therapies 
that may have broad application across 
disease types, academic institutions, 
professional associations, as well as 
Big Data and Big Pharma, are vying to 
acquire patient data and put it to com-
mercial use.
 
And at the heart of the business is the 
core lexicon—standard, agreed-upon 
definitions for real-world endpoints.
 
With FDA guiding the creation of the pi-
lot methodologies and definitions in the 
Friends endeavor, data companies and 
research organizations that participate 

REAL-WORLD EVIDENCE 

Ten health care research organizations, with help 
from FDA and NCI, have developed a set of common 
definitions for real-world endpoints, including overall 
survival, progression-free survival, and other non-
traditional endpoints. 

REAL-WORLD EVIDENCE

AT A GLANCE: 
HOW A COLLABORATION OF “FRENEMIES” 
PRODUCED COMMON DEFINITIONS FOR 
REAL-WORLD ENDPOINTS 
 
By Matthew Bin Han Ong



6 |  NOVEMBER 22, 2019  |  VOL 45  |  ISSUE 44

This second phase builds on earlier work 
in 2018, which previously concluded 
that it was possible to identify a high 
level of shared characteristics across 
varying data sets—demonstrating that 
it is feasible to extract data about spe-
cific patient populations from disparate 
sources of data.
 
“It was amazing to see [the Friends ef-
fort] moving from Pilot 1.0 to Pilot 2.0, 
moving from six data partners to 10 
data partners,” said Amy Abernethy, 
principal deputy commissioner and 
acting chief information of ficer at FDA. 
“The idea of collaboration, on a scale 
like this, with the speed to which these 
projects got done is pretty remarkable.
 
“What happened is, in doing the project 
about endpoints, they exposed a whole 
bunch of other issues such as definition-
al issues, and dif ferences in the source 
data systems, etc.,” Abernethy said 
Sept. 18 at the Friends Breakthrough 
Forum. “And so, one of the things that’s 
really important about doing this work 
is starting in one place exposes a whole 
bunch of other things that are import-
ant to work our way through.”

How does the Friends 
project fit into 
FDA’s priorities for 
building a regulatory 
infrastructure for 
RWE? How do studies 
based on RWE dif fer 
from traditional 
clinical trials?

Last December, FDA published a frame-
work for evaluating the use of RWE, 
which lays out the fundamentals of the 
agency’s approach to developing guid-
ances for using real-world data in drug 
regulation. 

 • What will you do with these end-
points should FDA accept the final 
definitions?

 • Is it possible for you to collaborate 
with competitors af ter the Friends 
project is complete?

As the companies discuss the future 
of data sharing in cancer research and 
their individual projects, The Cancer 
Letter found broad consensus on the 
applications of the Friends framework, 
the necessity of collaboration in data 
research, and what it would take to 
make FDA comfortable with using 
real-world endpoints in regulatory 
decision-making.
 
Their responses appear on page 18.
 
“Ultimately, the results of [the Friends 
project] will be informative to oncol-
ogists and patients by filling evidence 
gaps about the performance of medical 
products used in a real-world setting, 
including populations that may not 
have been represented in clinical trials,” 
Allen said.
 
“It has also helped to characterize 
how several metrics that are readily 
obtained from electronic health data 
(such as time-to-treatment discontin-
uation) correlate to more traditional 
clinical measures like tumor progres-
sion or survival.”
 
A conversation with Allen ap-
pears on page 14.

Which patient 
populations and 
disease subtypes 
are being studied 
in the Friends 
collaboration?

The project focuses on patients with ad-
vanced non-small cell lung cancer who 
received immune checkpoint inhibitors. 

gain a real advantage—by putting their 
thumbprints on the process, they shape 
the development of these endpoints 
and definitions, perhaps ensuring that 
these elements correspond with the 
strengths of their respective data sets.

The Cancer Letter wanted to know how 
the collaboration was structured in a 
systematic way, which problems were 
being solved, and what are the ques-
tions that have yet to be answered.

As they jostle for 
prominence, are 
these companies 
creating an RWE 
equivalent of the 
Tower of Babel, 
even as they claim 
to be finding a 
common tongue?

 
To gain a deeper understanding of how 
these disparate groups are working 
together while continuing to compete 
with each other, The Cancer Letter pre-
sented the leadership of 10 compa-
nies with the same set of questions. 
These include: 
 

 • What is your organization’s busi-
ness model, and how is your 
work unique?

 • What are your takeaways from the 
Friends project?

 • How did you address issues of 
data quality and transparency in 
this project?

 • Will you participate in phases three 
and four of the project? What are 
the next steps?

 • How would you describe your orga-
nization’s RWE portfolio?

https://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RealWorldEvidence/UCM627769.pdf
https://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RealWorldEvidence/UCM627769.pdf
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 • Real-world Overall Survival 
(rwOS): Length of time from the 
index date to the date of death, 
or disenrollment (need to define 
gap in enrollment). For claims 
data, health plan disenrollment 
date is incorporated if deaths are 
not captured among those who 
leave health plan coverage.

 • Real-world Time to Next Treat-
ment (rwTTNT): Length of time 
from the index date to the date the 
patient received an administration 
of their next systemic treatment 
regimen or to their date of death if 
there is a death prior to having an-
other systemic treatment regimen. 

 • Real-world Time to Treatment 
Discontinuation (rwTTD): Data: 
Length of time from the index date 
to the date the patient discontin-
ues frontline treatment (i.e., the 
last administration or non- can-
celled order of a drug contained 
within the same frontline regimen). 
Discontinuation is defined as:

 ʘ Having a subsequent sys-
temic therapy regimen af ter 
the frontline treatment; 

 ʘ Having a gap of more than 
120 days with no system-
ic therapy following the 
last administration; or

 ʘ Having a date of death while 
on the frontline regimen. 

 • Real-world Progression Free 
Survival (rwPFS): Length of time 
from the index date to the date 
of a real-world progression (rwP) 
event (i.e., distinct episode in which 
the treating clinician concludes 
that there has been growth or 
worsening in the aNSCLC based 
on review of the patient chart) 
at least 14 days af ter frontline 
treatment initiation, or death.

The full definitions of these real-world 
endpoints are available here.
 

endpoints, based on the description of 
advanced NSCLC patients in real-world 
data sets. The objectives for phase two 
of the study were:
 
1. Describe demographic and clinical 

characteristics of patients with 
advanced NSCLC receiving front-
line chemotherapy doublet, PD-(L)1 
monotherapy, or PD-(L)1 + doublet 
chemotherapy—to provide base-
line understanding of the similar-
ities and dif ferences among the 
datasets to better understand the 
confounding factors that may need 
to be considered when interpret-
ing the data. 

2. Evaluate treatment ef fect size in 
frontline therapy regimens using 
real-world endpoints—so that 
researchers could agree on data 
source-specific definitions and 
measurement of endpoints as-
sessed through real-world data in 
order to ensure reliability, consis-
tency, and conservation of clini-
cal meaning. 

The Friends project concluded that the 
myriad data organizations were able to 
reach “high-level alignment” on import-
ant data elements and definitions for 
real-world endpoints in the context of a 
focused research question, despite vari-
ation in the underlying sources of data.
 
“This ef fort showed that it’s possible for 
real-world oncology data organizations 
to align on considerations for identi-
fying patients across diverse types of 
sources, from claims-based datasets to 
EHRs,” Nicole Mahoney, senior director 
of regulatory policy at Flatiron Health, 
said to The Cancer Letter. “We were also 
able to align on high-level definitions 
for real-world endpoints, and identify 
important data elements that need to 
be collected in order to help answer a 
specific clinical question.”
 
The four common definitions used—
and published—by Friends are:
 

Future guidances will focus on trial 
designs using real-world data as well 
as assessment of the reliability and 
relevance of real-world evidence in de-
scribing drug ef fectiveness (The Cancer 
Letter, Jan. 4).
 
“One of the first things to say about 
real-world evidence is that it’s already 
here. FDA is already using RWE in cer-
tain areas,” said Ned Sharpless, then 
FDA acting commissioner, at the Friends 
Breakthrough Forum. Sharpless re-
turned to NCI as director earlier this 
month (The Cancer Letter, Nov. 8).
 
“The FDA, for its part, has to, in some 
ways, upgrade our infrastructure to be 
able to be a better partner for indus-
try,” Sharpless said at the Sept. 18 event, 
addressing the agency’s Technology 
Modernization Action Plan (The Cancer 
Letter, Sept. 20). “FDA is going to try and 
upgrade its information-handling infra-
structure to be a better partner for us-
ing things like real-world evidence and 
other kinds of data.” 
 
Unlike traditional clinical trials, in which 
patients are enrolled based on eligibili-
ty criteria, and information is collected 
according to parameters set in prospec-
tive trials designed to evaluate conven-
tional endpoints, real-world studies 
use existing historical and real-time 
data—captured from electronic health 
records, claims data, and retrospective 
population-level data—to extract evi-
dence that could then be evaluated in 
synthetic arms.

What are the 
objectives of the 
Friends study? And 
how are the real-
world endpoints 
defined?

In Pilot 2.0, the Friends collaboration 
developed common definitions for 

https://cancerletter.com/download/18690/
https://cancerletter.com/articles/20190104_1/
https://cancerletter.com/articles/20191108_4/
https://www.fda.gov/media/130883/download
https://www.fda.gov/media/130883/download
https://cancerletter.com/articles/20190920_3/
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mor—the way we code our definition 
for our data is dif ferent than some of 
the ways the other groups are using it, 
because they don’t have the same level 
of detail in their data.
 
“The vast amounts of data in this anal-
ysis require a lot of collaborative dis-
cussion on data elements, because the 
elements are coming from dif ferent 
places—we have claims data, but there’s 
certainly many other companies within 
this pilot that also have EHR data. Some 
people have structured fields, unstruc-
tured fields,” Rivera said. “Alignment on 
definitions, understanding the statisti-
cal analysis, even cohort variation, all of 
these things, I think, are fundamental.
 
“So, dif ferences in age, dif ferences in 
stage, PD-(L)1 testing, smoking as a 
smoking status. Those really have to be 
contextually understood by each data-
set when evaluating outcomes.”

 

How is RWE used 
in innovative trial 
designs as our 
understanding 
of the genetic 
underpinnings for 
cancer continues 
to evolve?

Increasingly, cancer researchers are ex-
ploring the uses of RWE in hybrid and 
pragmatic trial designs—and within 
master protocols or adaptive trial de-
signs—to evaluate the treatment ef-
fect of immunotherapies and targeted 
therapies. 
 
“Precision medicine presents a substan-
tial challenge to the current clinical de-
velopment model: as patients are cate-
gorized into smaller and smaller cohorts 
based on molecular and clinical criteria, it 
will become difficult to perform RCTs for 
every drug-molecular-clinical indication 

by PD-(L)1 status to compare outcomes, 
and additionally, subsequent bench-
marking of these outcomes against 
clinical trials.

“We will be pursuing this and looking 
into other questions, like using the 
framework in other disease settings, 
and applying clinical trial inclusion/
exclusion criteria to the real-world 
populations to validate endpoints over 
the coming months,” Allen said. “While 
our goal isn’t to make real-world stud-
ies mirror clinical trials, this may be an 
important internal validation step to 
increase confidence in the data quality 
and conclusions being drawn from a 
broader real-world dataset.”

What role did NCI 
play in the study?

The Friends collaboration also in-
cludes patient information from 
SEER, a rigorously curated popula-
tion-based data set.

“We felt like being a part of this pilot was 
important to understand real-world 
evidence and really understand how 
we can produce analytics on emergent 
therapies, obviously, the project focus-
es on immunotherapies,” said Donna 
Rivera, a scientific project of ficer in the 
Surveillance Informatics Branch with-
in the Surveillance Research Program 
of the Division of Cancer Control and 
Population Sciences at NCI.
 
“I think our dataset is the only popu-
lation-based cancer-specific data set. 
SEER-Medicare is comprised of data 
from both SEER, which is 16 popula-
tion-based cancer registries covering 
34.6% of the U.S. population linked with 
Medicare claims data,” Rivera said to 
The Cancer Letter. “Data quality studies 
are conducted, and, importantly, with-
in SEER is the categorization of tumor 
data. So, the site, histology, laterality, 
grade, these categorizations of the tu-

 

Did the Friends 
study conclusively 
determine whether 
the survival 
outcomes and 
treatment patterns 
for advanced 
NSCLC patients—
generated based 
on these endpoint 
definitions—are 
similar throughout 
real-world data sets?

At first glance, some of the Kaplan-Mei-
er curves for these endpoints appear to 
be visually “tight,” as if to suggest that 
patient survival outcomes, for instance, 
may be similar across data sets. 

However, it’s too early to derive formal 
conclusions regarding the performance 
of these treatments in real-world set-
tings or demonstrate that real-world 
endpoints are accurate proxies for con-
ventional clinical trial endpoints.

“The Friends pilot may provide an op-
portunity to discuss how the underlying 
quality of specific data elements may 
impact the outcomes we observe,” Ma-
honey said. “For example, date of death 
is not always captured in real-world 
clinical settings. Given that incomplete 
information on death can skew overall 
survival analyses, data organizations 
have to link or supplement information 
with external sources. 

“The impact of incomplete death data 
highlights the importance of bench-
marking it to the gold standard, which 
is the National Death Index, to generate 
quality metrics, such as sensitivity.”
 
Validating these endpoints will require 
stratification of patient populations by 
demographic characteristics as well as 

https://onlinelibrary.wiley.com/doi/full/10.1111/1475-6773.12872
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ly,” Lawrence Kushi, director of scientif-
ic policy in the  Division of Research at 
Kaiser Permanente Northern California, 
said to The Cancer Letter. “One key part of 
this is being able to identify readily, in a 
structured format, people who’ve been 
tested for specific clinical genetic tests, 
and the results of those tests. For exam-
ple, PD-(L)1 testing or EGFR testing—rel-
evant to this specific project—are being 
done to guide clinical decisions. 
 
“When these gaps in data availability 
are solved, then any future guidance 
on generating real-world evidence from 
the FDA would be easier to follow.”
 
To use RWE in a consistent and mean-
ingful way to inform regulation of can-
cer drugs—whether for new indica-
tions, or to confirm clinical benefit in the 
post-market setting—the data needs to 
be organized to answer specific ques-
tions rooted in standard definitions for 
real-world endpoints.
 
“Through these projects, we can devel-
op and implement common endpoints 
across dif ferent real-world data sourc-
es,” Robert Miller, medical director of the 
American Society of Clinical Oncology’s 
CancerLinQ, said to The Cancer Letter. 
“We have demonstrated that the dif fer-
ent sources of data can yield fairly simi-
lar results regarding patient outcomes. 
 
“Another unique aspect is that this proj-
ect is exploring non-traditional end-
points, such as time to next treatment 
and time to treatment discontinuation, 
that do show promise as potential al-
ternate clinical endpoints to progres-
sion-free survival and others common-
ly used in clinical trials. TTNT and TTD 
may provide more clinically relevant 
endpoints because they are related to 
reasons that patients and clinicians alter 
clinical care, taking into account toxici-
ty, ef ficacy, and other factors.”
 
Regulatory agencies in other countries 
are also developing frameworks for us-
ing RWE, said Nancy Dreyer, chief scien-
tific of ficer and senior vice president of 

“I think that for organizations and reg-
ulatory bodies to trust real-world data 
more, it’s not necessarily certified us-
ing ‘the entirety of the dataset,’ but 
ensuring the dataset you’re using for 
a particular analysis is fit-for-purpose,” 
Sarah Alwardt, vice president of data, 
evidence and insight operations at McK-
esson Life Sciences, said to The Cancer 
Letter. “So, fit-for-purpose was definite-
ly the phrase that we heard a lot, and 
making sure that everything that was 
outlined in the FDA framework for re-
al-world evidence around general re-
liability, quality, and transparency are 
achieved, but starting to get into, ‘What 
does that actually mean?’ and ‘How is 
that to be defined?’”

 

What does it take 
to curate RWE that 
is not only fit-for-
purpose, but also 
fit for submission 
to FDA and other 
regulatory agencies?

To mine real-world data that isn’t read-
ily structured, many data companies 
invest heavily in large teams of quan-
titative experts, data scientists, sof t-
ware engineers, programmers, and 
support staf f.

The objective is to abstract information 
from patient records in a reliable man-
ner without introducing errors and data 
artifacts as well as design programs and 
application interfaces that can both re-
ceive structured data and enable anal-
yses, and ensure that the curated data 
is high quality and sufficiently complete 
for use in studies.
 
“In order to fully realize the potential of 
research and analytics in [precision and 
cancer], we also need to work toward 
better data availability to address ques-
tions in these areas—and this points to 
another area of data limitation current-

due to lack of patient availability and high 
costs,” Jonathan Hirsch, founder and pres-
ident of Syapse, said to The Cancer Letter.

A scenario that is growing in importance 
involves the use of RWE to support 
granting of an expanded indication for a 
drug already approved in another indica-
tion on the basis of randomized clinical 
trial data, Andrew Norden, chief medical 
of ficer of COTA, said to The Cancer Letter.

“A recent example was the approval of 
Ibrance (palbociclib) for male breast 
cancer, which relied on multiple types 
of RWE against the backdrop of RCT 
data previously generated for breast 
cancer in women,” Norden said (The 
Cancer Letter, April 19). “A related applica-
tion involves the creation of an external 
control group from RWD.  Imagine that 
a new drug is being developed to target 
a novel mutation in patients with highly 
refractory solid tumors. 

“In this case, patients are unlikely to ac-
cept randomization to an existing stan-
dard of care—which is associated with 
poor outcomes—and oncologists have 
ethical concerns about randomization be-
cause some evidence of unusual activity 
has been observed during a phase I study. 
 
“Therefore, the sponsor initiates a single 
arm phase II study with the blessing of 
the FDA. In this circumstance, the con-
trol group may be selected from a ro-
bust RWD set. Robustness is important 
because of the requirement to match 
prognostic factors between the exper-
imental group and the RWD-derived 
control group as closely as possible.”
 
In structured format, real-world data 
is a powerful tool that can be used to 
rapidly understand whether subpop-
ulations of patients are responding to 
drugs that aren’t indicated for their 
disease, whether patients with rare 
and potentially actionable mutations 
exist, and how well a drug performs 
in real-world patients that may be less 
healthy and older than those accrued to 
a clinical trial.
 

https://www.pfizer.com/news/press-release/press-release-detail/u_s_fda_approves_ibrance_palbociclib_for_the_treatment_of_men_with_hr_her2_metastatic_breast_cancer
https://cancerletter.com/articles/20190419_1/
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that are comparable—thus increas-
ing the confidence and the utility of 
those dif ferent data sources alone or 
in combination.”

There will be a need for more, not less 
collaboration, as the field matures, said 
CancerLinQ’s Miller.

“The FDA framework may define reg-
ulatory endpoints for RWD, but there 
are still a lot of unanswered ques-
tions,” Miller said. “There will continue 
to be conflicting interests, but based 
on this experience, I believe there is 
an opportunity to work together and 
collaboratively explore unanswered 
questions about real-world data qual-
ity, new endpoints, comparison with 
trials, and a host of other methodolog-
ic issues. ASCO is highly interested in 
continuing to be involved in this type 
of exploration.”

Companies should be able to contin-
ue to find areas in real-world research 
where their interests may align, McKes-
son’s Alwardt said.
 
“Of course, the easiest thing is if all data 
are free and freely available, and we all 
move forward. That is the most unlike-
ly to happen,” Alwardt said. “So, I don’t 
think we’re there yet with this, but I do 
believe that there is an opportunity for 
us to find a way forward and common 
ground with the data that both protects 
the individual value and the perception 
of value for the individual companies, 
but still be able to provide really good 
workable datasets for regulators and to 
be able to continue to make good deci-
sions for us.

“This was definitely a first step in think-
ing about how dif ferent our data sets 
are across a number of organizations, 
and where we can start to find com-
monality to be able to use these data 
for the benefit of patients.” 

As RWE is increasingly used to support 
regulatory approvals, some experts and 
patient advocates have called for great-
er transparency and a demonstration 
of replicability of results based on re-
al-world data.

“Tempus agrees that transparency is 
critical to ensure confidence in RWE 
results, and the importance of inves-
tigating fit-for-purpose, quality of un-
derlying data along with any variability 
in the population characteristics and/
or methodological assumptions made 
during the analysis,” Gary Palmer, chief 
medical of ficer of Tempus, said to The 
Cancer Letter.
 
“When the FDA issues the final guid-
ance for RWEndpoints, collaborations 
between data organizations or pooling 
data (rather than analyses) from them 
become more achievable. We will still 
need to investigate the fit-for-purpose 
of each contributing data organization 
or dataset, as well as address the un-
known level of overlap between them.”
 
With formalization, the industry will 
have even more confidence and clarity 
as to where and how real-world data 
can aid pre- and post-approval deci-
sions, said Mark Walker, chief scientific 
of ficer of outcome science and services 
at Concerto HealthAI.

“It further is aiding the generalizability 
of regulatory intent studies to the treat-
ment decisions of community practi-
tioners—a further goal of this move 
towards real-world evidence being in-
tegral to dif ferent study phases and de-
cisions,” Walker said to The Cancer Letter. 
“Dif ferent data sources can yield similar 
patterns of findings across endpoints—
and that is what we saw with the Friends 
of Cancer Research project. 

“The value here is that we can achieve 
insights into specific populations or 
diseases, across dif ferent data sources 

IQVIA Real-World Solutions Center for 
Advanced Evidence Generation.
 
“Once there is clarity about the eviden-
tiary requirements for the FDA and oth-
er regulatory bodies, drug companies 
and medical product developers will 
feel more confident about using re-
al-world evidence to supplement their 
regulatory applications for new indi-
cations and label expansions,” Dreyer 
said to The Cancer Letter. “IQVIA is also 
helping regulators in Europe, Japan and 
China develop guidance documents. All 
these regulators are calling for health 
stakeholders to share their experienc-
es using real-world evidence, including 
pilot projects that will inform the devel-
opment of formal guidelines.”

Researchers and companies are al-
ready able to use real-world evidence 
in many settings, even without specifi-
cally established guidance, said Jeremy 
Rassen, president and chief science of-
ficer at Aetion.

“Global regulators and value assessment 
bodies are increasingly incorporating 
RWE into their decision-making, and 
letting us know—in ongoing discus-
sions and through public documents—
what works and what doesn’t,” Rassen 
said to The Cancer Letter. “You can glean 
a few meta-themes from Pilot 2.0 and 
the related white paper: first, the im-
portance of collaborative work among 
stakeholders including sponsors, data 
holders, analytic experts, regulatory 
agencies, and groups like Friends.”
 

Is transparency 
in data needed? 
What happens once 
FDA finalizes the 
definitions for real-
world endpoints?
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Jef f Allen
President and CEO,
Friends of Cancer Research

Friends’ Allen: Real-
world endpoints can be 
used to fill evidence gaps 
about performance of 
medical products

Ultimately, the results 
of this project will 
be informative to 
oncologists and 
patients by filling 
evidence gaps about 
the performance of 
medical products used 
in a real-world setting, 
including populations 
that may not have 
been represented 
in clinical trials. 
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If real-world endpoints are indeed accu-
rate proxies for clinical trial endpoints, 

real-world endpoints should start to 
look increasingly similar to the clinical 
trial endpoints as more stringent crite-
ria are applied, said Jef f Allen, president 
and CEO of Friends of Cancer Research.

Friends has published a set of common 
definitions for real-world endpoints, 
including overall survival, progres-
sion-free survival, and other non-tra-
ditional endpoints. The project focuses 
on patients with advanced non-small 
cell lung cancer who received immune 
checkpoint inhibitors.

“By running these analyses in parallel 
with 10 dif ferent partners, we’re able 
to identify dif ferent data characteris-
tics, such as the histological distribution 
within each dataset, that can influence 
the outcomes measured,” Allen said. 

“We have also been cognizant of how 
disease setting, practice patterns, and 
specific treatment regimens would 
impact the meaningfulness of the re-
al-world endpoints that we used and 
tried to account for those possible dif-
ferences in our framework.”

The pilot project is ongoing: the collab-
oration will focus on applying inclusion/
exclusion criteria in order to isolate clin-
ical trial “eligible”  real-world patients 
and compare outcomes of both groups.

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

Matthew Ong: In a nut-
shell, could you describe 
the Friends ef fort—and 
FDA’s role—in defining 
the utility of real-world 
endpoints? Also, what 
would this mean for on-
cologists and patients?

Jef f Allen: The RWE Pilot 2.0 project 
used our existing framework, devel-
oped during RWE Pilot 1.0, to assess 
several frontline treatment regimens 
in real-world patients with advanced 
non-small cell lung cancer. 
 
Friends worked with 10 health care 
research organizations, FDA, and NCI 
to develop the pilot methodology and 
endpoint definitions used in Pilot 2.0. 
FDA was instrumental in providing ex-
pertise throughout the entirety of the 
project, including its development. 
 
Ultimately, the results of this project 
will be informative to oncologists and 
patients by filling evidence gaps about 
the performance of medical products 
used in a real-world setting, including 
populations that may not have been 
represented in clinical trials. 
 
It has also helped to characterize how 
several metrics that are readily obtained 
from electronic health data (such as 
time-to-treatment discontinuation) cor-
relate to more traditional clinical mea-
sures like tumor progression or survival.  

MO: What are your pri-
mary considerations in 
developing a real-world 
endpoints framework 
that is consistent and 
meaningful?

JA: Currently, a significant challenge for the 
field is in validating real-world endpoints 
that can be extracted from real-world 
data independent of the data source. 

Sensitivity analyses, which validate re-
al-world endpoints by testing the abil-
ity of the endpoints to detect changes 
within a population, are important in-
ternal controls that we are including in 
ongoing analysis. 

https://cancerletter.com/mailing-list/
https://www.linkedin.com/company/The-Cancer-Letter/
https://www.focr.org/sites/default/files/pdf/RWE_FINAL%207.6.18.pdf
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level of transparency regarding the type 
and level of detail of data they had avail-
able to align on common definitions. 

All in all, this was a very collaborative 
process that demonstrates the impor-
tance of the work and commitment of 
the participating partners.   

MO: How do you ensure 
that these common 
definitions can be used 
to generate evidence that 
might be substantially 
equivalent to—or that 
approximates—evidence 
created based on conven-
tional endpoints?

JA: RWE Pilot 1.0 compared the correla-
tion of real-world endpoints with the con-
ventional endpoint of overall survival (OS). 

In Pilot 2.0, we went back to the original 
pilot to identify outliers in the data and 
variations in how each group interpret-
ed the endpoints to refine and standard-
ize the real-world endpoints definitions. 

MO: What have you 
learned, so far, using 
these common defi-
nitions, about the re-
al-world outcomes for 
aNSCLC patients treated 
with frontline therapies?

JA: Although not necessarily surprising, 
patients treated with PD-(L)1 therapy 
are generally older and less healthy in 
real-world populations as compared to 
clinical trial patients. 

We have also been cognizant of how 
disease setting, practice patterns, and 
specific treatment regimens would 
impact the meaningfulness of the re-

al-world endpoints that we used and 
tried to account for those possible dif-
ferences in our framework. 

That said, our future ef forts will explore 
the use of the framework in a dif ferent 
disease setting to determine its broader 
applicability. 

MO: What was the pro-
cess for creating this set 
of common definitions 
for real-world endpoints?

JA: There were a lot of in-depth dis-
cussions with the groups concerning 
each variable to be extracted and end-
point generated.
 
It required an upfront agreement from 
all the participants to provide a high 

[The collaboration] 
required an upfront 
agreement from all 
the participants to 
provide a high level of 
transparency regarding 
the type and level of 
detail of data they had 
available to align on 
common definitions.
                                              

http://twitter.com/thecancerletter
http://facebook.com/TheCancerLetter
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JA: Ongoing work with this pilot is to 
apply clinical trial inclusion/exclusion 
criteria to real-world populations in 
order to isolate clinical trial “eligible” 
real-world patients and compare out-
comes of both groups. 

If real-world endpoints are accurate 
proxies for clinical trial endpoints, we 
should see real-world endpoints be-
come increasingly similar to the clinical 
trial endpoints as we apply increasingly 
stringent criteria. 

While our goal isn’t to make real-world 
studies mirror clinical trials, this may be 
an important internal validation step to 
increase confidence in the data quality 
and conclusions being drawn from a 
broader real-world dataset.  

Also, it could support the use of less 
strict clinical trial criteria to make clini-
cal trial results more broadly applicable 
to real-world populations.

MO: What would Pilot 
Project 3.0 be focusing 
on? Will your partners be 
stratifying patient co-
horts to study treatment 
ef fect and outcomes at a 
more granular level?

JA: There was a wealth of data collected 
during Pilot 2.0 that can still be analyzed 
to provide further insights. Of specific in-
terest to the group was the idea of strat-
ifying patient populations by PD-(L)1 
status to compare impact on outcomes. 

We will be pursuing this and looking into 
other questions like using the framework 
in other disease settings, and applying 
clinical trial inclusion/exclusion criteria 
to the real-world populations to validate 
endpoints over the coming months.  

In 2020, we hope to bring the 10 partner or-
ganizations back together to present these 
additional analyses for public discussion. 

We’ve also been exploring with several 
additional data partners how real-world 
evidence and the endpoints charac-
terized thus far may be leveraged in 
addition to a variety of other clinical 
and health care system endpoints to 
measure treatment ef fectiveness, tox-
icity management strategies, and acute 
service utilization rates (e.g. ER visit or 
hospitalization) to inform value assess-
ments and quality of care.  

MO: As you get closer to 
being able to validate 
real-world endpoints and 
benchmark them against 
clinical trials, what is the 
best-case scenario?

We have also observed some interesting 
dif ferences in practice patterns across 
the data sets that we will be exploring 
in the coming months with respect to 
distribution of drugs used across treat-
ment groups.  

By running these analyses in parallel 
with 10 dif ferent partners, we’re able 
to identify dif ferent data characteris-
tics, such as the histological distribution 
within each dataset, that can influence 
the outcomes measured.

This will be important for future appli-
cations of real-world data to consider 
reporting so that variations can be bet-
ter understood.   

MO: Within this project, 
what are some of the 
challenges with using 
dif ferent sources of data 
to provide information 
on treatment outcomes? 
What works, and what 
hasn’t worked?

JA: In general, this is one of the biggest 
challenges associated with real-world 
data—establishing protocols and defi-
nitions that are applicable across dif fer-
ent data sources, specifically because 
data sets range in the source of their 
data (electronic health records, claims-
based, or some combination of the two) 
and granularity of the data that is visible 
within that data set. 

In some cases, the alignment had to 
be on the intent of the definition, not 
the definition itself. For example, when 
identifying patients with complete re-
cords, this protocol looks very dif ferent, 
depending on whether you are looking 
at EHR or claims-based data.

There was a wealth of 
data collected during 
Pilot 2.0 that can still 
be analyzed to provide 
further insights. Of 
specific interest to the 
group was the idea 
of stratifying patient 
populations by PD-
(L)1 status to compare 
impact on outcomes.
                                              



18 |  NOVEMBER 22, 2019  |  VOL 45  |  ISSUE 44

Learning to harmonize:
TEN HEALTH CARE RESEARCH 
ORGANIZATIONS TELL US HOW THEY 
FORMULATED COMMON DEFINITIONS 
FOR REAL-WORLD ENDPOINTS 

CONVERSATION WITH 
THE CANCER LETTER
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Jeremy A. 
Rassen
President, chief science officer,
Aetion

Robert S. Miller
Medical director,
CancerLinQ, American 
Society of Clinical Oncology

We asked the leadership of 10 companies to share their 
visions of the future of data sharing, describe their portfolios 
in real-world evidence, and opine on what it would take to 
convince FDA accept real-world endpoints in regulatory 
decision-making in oncology.

Mark S. Walker
Chief scientific officer, 
Outcomes Science & Services,
Concerto HealthAI

The new common definitions of clinical 
endpoints were recently published as 

part of a pilot study led by Friends of Can-
cer Research. with input from FDA and NCI.

With FDA guiding the creation of the pi-
lot methodologies and definitions in the 
Friends endeavor, data companies and re-
search organizations that participate gain a 
real advantage. By having a say  in the pro-
cess, they shape the development of these 
endpoints and definitions, perhaps ensur-
ing that these elements correspond with 
the strengths of their respective data sets.

The Cancer Letter’s questions were focused 
on how the collaboration was structured 
in a systematic way, which problems were 
being solved, and what are the questions 
that have yet to be answered.
 
Matthew Ong, associate editor of The Can-
cer Letter, asked all the companies the same 
10 questions.
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Jennifer B. 
Christian
Vice president of clinical evidence,
IQVIA Real-World Solutions 
Center for Advanced 
Evidence Generation

Jonathan Hirsch
Founder and president,
Syapse

Lawrence 
H. Kushi
Director of scientific policy,
Division of Research, 
Kaiser Permanente 
Northern California

Gary Palmer
Chief medical officer, 
Tempus

Nicole Mahoney
Senior director, 
Regulatory Policy,
Flatiron Health

Nancy A. Dreyer
Chief scientific officer, senior 
vice president, 
IQVIA Real-World Solutions 
Center for Advanced 
Evidence Generation

Sarah Alwardt
Vice president of data, 
evidence and insights 
operations,
McKesson Life Sciences

Andrew Norden
Chief medical officer,
COTA
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Mark S. Walker, Concerto: Concerto HealthAI has best-in-
class expertise in creating research-ready, publications-grade 
data products developed from electronic medical record, ge-
nomic, claims, and patient reported outcomes data. 

We refer to these products as being “use-case engineered,” 
a novel approach where the data fields and sources are opti-
mized to specific analyses or solutions. We complement this 
expertise with our AI/machine learning technologies, and 
study design and analytic services built on decades of expe-
rience working with real-world data. 

In health data, 95% of the records are what is considered 
unstructured data. Consequently, our approach to working 
with electronic medical record data has emphasized going 
very ‘deep’ into the record, to extract information ordinarily 
available only in prospective data collection, and then inte-
grating this information into structured and engineered data 
products and services that yield actionable information.
 
Concerto HealthAI understands how data and technology 
can be engineered together to enable insights and actions 
in the most devastating and rare diseases. This involves de-
signing and delivering research ready, publications grade 
data products for all major solid tumors and hematological 
malignancies. 
 
We are the leading company for advancing AI and machine 
learning methods for use with those data, allowing predic-
tions and insights into specific patients and patient cohorts 
to inform new clinical study and clinical trial designs. 
 
Andrew Norden, COTA: Using technology-enabled human 
abstraction techniques, COTA takes real-world patient data, 
hidden and fragmented within EHRs, and curates and orga-
nizes it such that clinicians can gain meaningful insights to 
make better decisions at the point of care—while also re-
ducing costs. 
 
This curated data powers COTA’s CNA, a patented cohorting 
technology that groups clinically similar patients so a physi-
cian can understand how they respond to various treatments 
as well as their associated outcomes. This allows for a clearer 
understanding of which treatments result in the optimal out-
come for a specific patient cohort. 
 
The clinical depth of COTA’s data is unmatched. With access to 
both academic and community-based cancer centers, COTA’s 
EHR agnostic technology-enabled and human abstraction 
process makes sense of all relevant aspects of the patient jour-
ney, including data in physician notes, pathology, radiology, 
surgical reports, genomic testing results and referral docu-

 

 

Matthew Ong: What does your organiza-
tion excel at? In terms of data, what do you 
provide that is unique compared to your 
competitors and other health IT companies?

Jeremy A. Rassen, Aetion: We excel at providing transpar-
ent, reliable, and replicable real-world evidence for answering 
high-stakes questions. For any given question, you start with 
raw data, ready these data for analysis, analyze, and arrive 
at transparently-reported results. We bring unique expertise 
to data selection and transformation, to the analysis itself, 
and to the reporting that allows for analysis transparency and 
reproducibility—all guided by the principles that provide for 
regulatory-grade evidence.
 
Further, many analyses—particularly in oncology and with 
rare diseases—require several raw data sources to get at the 
answer to a given question. Working seamlessly with mul-
tiple data sets, each with its unique characteristics (such as 
possible data missingness), requires what we call “data flu-
ency,” a critical capability for ensuring appropriate selection 
and transformation of real-world data. Many companies are 
mono-lingual, if you will—they speak the language of their 
proprietary data set only, which is insuf ficient for many ques-
tions in oncology.

Robert S. Miller, CancerLinQ: CancerLinQ is the only physi-
cian-led, big data platform in cancer and contains compre-
hensive longitudinal clinical data from over 1.3 million cancer 
patients. This growing body of data represents a large cross 
section of cancer care in the U.S.—a geographically diverse 
mix of academic, health-system, and physician-owned prac-
tices, from 10 dif ferent EHR systems.
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Lawrence H. Kushi, Kaiser: Kaiser Permanente dif fers from 
many other organizations in that it is an integrated health 
care system in the full meaning of the term “integrated”. That 
is, it is a health insurance provider, and the people who have 
Kaiser Permanente insurance also receive care from Kaiser 
Permanente providers in Kaiser Permanente facilities.
 
From a health care data availability, research, and analytics 
perspective, what this means is that, as researchers af filiated 
with Kaiser Permanente, we have access to the full range of 
clinical and administrative data, across the full spectrum of 
care that someone may receive. Thus, we can conduct health 
services research based on data across the full spectrum of 
cancer care, from primary prevention to end-of-life care. We 
can examine not just aspects of active oncology care and 
treatment, but also clinical encounters related to primary 
care, cancer screening, or comorbid conditions such as those 
related to cardiology or endocrinology. We can leverage elec-
tronic health records and insurance records.
 
This dif fers from most other groups that are trying to con-
tribute in the cancer and health IT space to improve cancer 
care. These groups fall broadly into two categories, those 
that have access to health insurance claims data—Optum-
Labs is an example—and those that have access to detailed 
electronic health records documenting the cancer care expe-
rience. Flatiron Health or ASCO’s CancerLinQ are examples 
of the latter. The former typically does not have access to the 
EHR data from the multiple health care systems in which 
they provide health insurance coverage; the latter typically 
does not have information about care outside the oncology 
experience, or does so in a relatively limited fashion, regard-
ing time period or services covered, and may need to rely to 
claims data from multiple insurers to fill in these gaps in data 
about clinical care.
 
In terms of the way Kaiser Permanente is organized, I sit in 
one of its research groups. Each Kaiser Permanente health 
care region has a research group, and I’m part of the Division 
of Research in KP Northern California. These research groups 
are very similar to academic research units or departments. 
We’re largely a sof t money operation, funded primarily 
through grants and related mechanisms, and with minimal 
financial support from our parent organizations. So, we’re not 
directly part of the health care or insurance provider side of 
Kaiser Permanente, although we continue to seek ways to 
better enhance the role of research in Kaiser’s mission. But as 
part of Kaiser Permanente, we do have access to clinical and 
administrative data for research purposes. And so, that’s the 
context in which we are participating in the Friends of Cancer 
Research initiative.
 
Just one example of how these distinctions play out in data 
harmonization and variable definition in the Friends of Cancer 

mentation—to develop a longitudinal patient record and 
comprehensive picture of care.
 
Increasingly, COTA’s regulatory-grade RWD is being used in 
clinical trials to develop external control arms (also known as 
synthetic control arms) with the goal of obviating the need 
for enrolling concurrent controls in certain circumstances. 
This has the potential to reduce the time and cost of the clin-
ical development ef fort which can take as many as 10 years 
and cost hundreds of millions of dollars. Most importantly, 
it benefits patients, because no patient wants to receive a 
mediocre standard-of-care treatment or placebo when al-
ternatively, there is an opportunity to receive a promising 
experimental agent.
 
Nicole Mahoney, Flatiron: Flatiron is more than a data ven-
dor. We’re bringing together clinical, statistical, analytical, and 
regulatory capabilities tailored to our partners’ research and 
regulatory needs. Working closely with our partners across 
the health care ecosystem, we have had years of experience 
collaborating with our partners and the FDA, which informs 
our approach on data quality and analytical methodologies. 
In terms of our data of ferings, we have access to de-identified 
patient level records at the source via our electronic health 
record and partnerships with our network of providers, which 
enables timely and scalable integration of clinically relevant 
real-world data. Furthermore, our data curation and analyt-
ical approaches are not a black box—they are transparent, 
with traceability of data to the source to generate evidence 
that is reliable.

Nancy A. Dreyer, IQVIA: IQVIA distinguishes itself in the in-
dustry by our combination of unparalleled data, advanced 
analytics, transformative technology and deep domain ex-
pertise. We are good at putting it all together. 
 
We are scientific leaders who know how to generate scientific 
evidence about the ef fectiveness and safety of medical prod-
ucts in conditions of real-world use and how they perform 
in comparison to other available diagnostic or therapeutic 
choices. We work with regulators in major markets to create 
innovative ways to generate the necessary evidence to sup-
port new medicines that are safe, ef fective and af fordable. 
 
Our scale and depth of expertise allows us to provide fit-for-
purpose research using multi-country clinical and pharmacy 
data to conduct clinical trials and/or prospective epidemiolog-
ic studies, including direct-to-patient research. These diverse 
tools and assets allow us to use randomization where needed, 
to collect data from clinicians following protocol-driven care 
and to use real-world data when it is likely to reliably capture 
the events of interest, as appropriate. We have an exciting 
portfolio of scientific tools.
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Comprehensiveness: Since we work with large integrated 
health systems, we are able to capture much more of the pa-
tient’s longitudinal care journey, including their direct cancer 
care and their non-cancer care (e.g. their cardiac care). We 
believe this is critical to developing a full understanding of 
patient outcomes. 
 
Representativeness: We work with providers across the U.S. 
and South Korea in many settings of care, including tradi-
tionally underserved and underrepresented communities. 
This provides a fuller and more representative picture of the 
cancer population.
 
Molecular: Syapse pioneered an interoperability solution for 
molecular data, allowing us to work directly with testing labs 
to structure and normalize molecular results at scale. The in-
tegration of molecular and clinical data is critical to realizing 
the vision of precision medicine in oncology. 
 
Gary Palmer, Tempus: Real-world data is comprised of various 
types of data from a diverse set of sources including electronic 
health records, claims data, prescription data, and patient 
registries. The dif ferences in health care systems, national 
guidelines, and clinical practice have driven dif ferent content.
 
Tempus not only has deep competency in combining these 
disparate datasets, but also pairing clinical data with mo-
lecular data from tumor/normal matched DNA sequencing, 
whole-transcriptome RNA sequencing, and immunological 
biomarker measurements to discover unique insights that can 
inform treatment decisions. 

 

MO: What are your main takeaways from the 
Friends of Cancer Research pilot projects? 

Rassen, Aetion: The recently-released Friends white paper 
covers a ton of important ground regarding the use of exter-
nal control arms to augment single-arm studies in oncolo-
gy. The paper goes all the way from basic methodology to a 
fully-worked out case study. It’s an impressive ef fort on the 
part of Friends and all the stakeholders who participated in 
its creation.
 
In terms of analytic takeaways in the external control arm 
white paper, we as a group discussed and addressed a number 
of the challenges that come up when creating external control 
arms, and detailed a case study where external controls led to 
substantially the same result as randomized controls 

Research ef fort is how we defined who was eligible to be in-
cluded in a particular analysis. And so, everyone basically said, 
“Okay, if they’ve had at least two encounters within a defined 
time period, then we have reasonable confidence that they’ve 
been in that health care system so we can follow them for 
immunotherapy receipt and outcomes,” whether it’s the EHR-
rich oncology practice group, or health insurance claims data.
 
In our case, we don’t actually define potential data availability 
in that way. We can define it based on the health insurance 
that they have enrolled in. Because we’re fully integrated, if an 
insured person seeks clinical care, they will do so through one 
of our facilities. And so, we can define eligibility for a given 
analysis based on enrollment periods
 
A rich data source like Optum could, in theory, do that, except 
the care that people receive could be at multiple dif ferent 
institutions or health care systems. And so, they only have the 
claims-level data from multiple dif ferent health care provid-
ers that aren’t linked, except through their claims. 
 
Note that we did align our eligibility definition with the other 
participating groups, based on number of visits, and it aligns 
well with both our enrollment approach and what the other 
groups ended up doing.
 
Sarah Alwardt, McKesson: I think one of McKesson’s stron-
gest advantages is that our iKnowMed oncology practice EHR 
system was not only built for oncology, but it’s continually 
improved by practicing oncologists.
 
So, when we think about the data that are structured and the 
data that are captured through the hard work and the clicks of 
the oncologists, we know a number of very important clinical 
features that are captured for us to be able to extract and 
readily analyze—stage performance status, physician-docu-
mented line of therapy, and even diagnosis-naming. So, with-
out having to either curate or algorithmically derive, there’s 
a large breadth of information that we can get directly from 
oncologists.
 
We work with 10 of the 10 top biopharma companies and 18 
out of the top 20 biopharma companies, because two of those 
aren’t really in oncology. We also work with smaller biophar-
ma companies. McKesson’s data, evidence and insights busi-
ness is an entirely externally-focused organization working 
with biopharma.
 
Jonathan Hirsch, Syapse: Syapse excels at making sense of 
messy real-world data in a health system environment, and 
enabling our health system and life sciences partners to use 
that RWE to improve care for patients. From a data stand-
point, we believe these are the things that set us apart. 
 

https://cancerletter.com/articles/20191115_3/
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medical records, all can af fect the results of analyses in ways 
that may not always be obvious. Here too, we can see where 
these dif ferent sources may be comparable or optimized to 
specific analyses. Essentially, we’re accelerating the under-
standing of the data sources fit for specific analyses and for 
many analyses. 
 
Norden, COTA: The results of the pilot study showed align-
ment across dif ferent data sources and datasets even though 
companies were sourcing data dif ferently—through EHRs, 
claims, tumor registries, and the like. This consistency helps 
prove the validity of real-world data across applications, 

spurring a need 
to under st and 
the broad range 
of ways it can be 
used to support 
clinical research. 
 
Mahoney, Flat-
iron: Importantly, 
this ef fort showed 
that it’s possible 
for real-world on-
cology data orga-
nizations to align 
on considerations 
for identif ying 
patients across 
diverse types of 
s our c e s,  f r om 
claims-based data-
sets to EHRs. We 
were also able to 
align on high-lev-
el definitions for 
real-world end-
points, and identi-
fy important data 
element s that 
need to be collect-
ed in order to help 
answer a specific 
clinical question.
 
The pilot 2.0 work 
is important, and 

is still in the preliminary stages. Additional analyses are need-
ed to help understand dif ferences observed among cohorts 
derived from dif ferent datasets. The dif ferences likely reflect 
variability in characteristics of the dif ferent data sources, 
such as granularity of information captured or “data depth,” 
dif ferences in the underlying populations, or even selection 
criteria for how a patient is included in an EHR-derived cohort 

Taking a step back, you can glean a few meta-themes from 
Pilot 2.0 and the related white paper: first, the importance 
of collaborative work among stakeholders including spon-
sors, data holders, analytic experts, regulatory agencies, and 
groups like Friends. 

Second, we’re starting to see the power of using RWE to 
transform how we understand the performance of new can-
cer therapies, by allowing us to compare against standards 
of care that are meaningful to regulators, payers, clinicians 
and patients. 

Third, echoing what was said at a Friends meeting earlier this 
year, we’re seeing that we can build upon the understanding 
of fered by traditional RCTs to investigate non-traditional 
endpoints that can help all stakeholders—but most impor-
tantly, patients—to support thoughtful choices about what 
treatment is best for how an individual wants to approach 
their care.
 
Miller, CancerLinQ: Through these projects, we can devel-
op and implement common endpoints across dif ferent re-
al-world data sources. We have demonstrated that the dif-
ferent sources of data can yield fairly similar results regarding 
patient outcomes. 
 
Another unique aspect is that this project is exploring non-tra-
ditional endpoints, such as time to next treatment (TTNT) 
and time to treatment discontinuation (TTD), that do show 
promise as potential alternate clinical endpoints to progres-
sion-free survival and others commonly used in clinical trials. 
TTNT and TTD may provide more clinically relevant endpoints 
because they are related to reasons that patients and clini-
cians alter clinical care, taking into account toxicity, ef ficacy, 
and other factors.
 
Walker, Concerto: Friends of Cancer Research is creating a 
unique and valuable community of expertise and assets to 
advance novel approaches for oncology research. It is creating 
its own “network ef fects” as dif ferent teams with dif ferent 
approaches can cross-reference each other thereby acceler-
ate progress. 
 
Dif ferent data sources can yield similar patterns of findings 
across endpoints—and that is what we saw with the Friends 
of Cancer Research project. The value here is that we can 
achieve insights into specific populations or diseases, across 
dif ferent data sources that are comparable—thus increasing 
the confidence and the utility of those dif ferent data sources 
alone or in combination. 
 
The work also shows that variation in the underlying sources 
of data, the time frame covered by those data, geographic 
dif ferences in the data, and the availability of unstructured 

The differences likely 
ref lect variability in 
characteristics of the 
different data sources, 
such as granularity 
of information 
captured or “data 
depth,” differences 
in the underlying 
populations, or even 
selection criteria 
for how a patient is 
included in an EHR-
derived cohort versus a 
claims-derived cohort.

– Nicole Mahoney, Flatiron Health                                    
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Research Network. The CRN was basically a consortium of 
research groups, like the one I’m af filiated with, that are 
attached to health care systems, to support the conduct of 
cancer research in these settings.
 
And they were all integrated health care systems, at least in 
some core part. It included several Kaiser Permanente re-
gions, Marshfield Clinic, Henry Ford, Geisinger, Health Part-
ners, and a couple of others. and it was basically to support 
cancer research in these settings. I mention this partly be-
cause of the types of data that are available now, especially 
with the implementation of EHRs and how that was really 
pushed partly by federal legislation, but partly by advances 
in technology, that results in these data being available.
 
In the CRN context and in other data settings, people have 
said, “Oh, this is great. We can potentially better identify peo-
ple to enroll in clinical trials.” And sure, that’s right. But that’s 
only one application of these types of data. There are other 
health services and epidemiology, cancer-care delivery type 
of research that could be done.
 
One of the ways that I have sometimes thought about it has 
been, “Okay, we’ve got a research question related to can-
cer care, it might be appropriate for a clinical trial. Great. Go 
through the cooperative groups and do that.” Or it may not 
be. And if not, maybe it’s possible to look at it in these various 
settings, whether it’s Kaiser Permanente or the Cancer Re-
search Network, or Flatiron Health or OptumLabs. Let’s make 
sure the question dictates what types of study designs and 
analytic approaches should be applied—not everything has 
to be a clinical trial—and data that are appropriate or neces-
sary are used. So, some questions, yes, clinical trials. Let’s do 
that. Other questions, maybe not.
 
And then there’s the whole area that I think Friends of Cancer 
Research has been interested in and the FDA is interested in, 
which is, given that there are there are therapies that have been 
approved that are out there in clinical use, what’s their real-world 
ef fectiveness? And of course, these data provider settings, 
whether they are claims data, detailed oncology data, or inte-
grated health care systems data, that’s where these questions 
could potentially be addressed. These are real-world data that 
could be examined to generate real-world evidence on real-world 
effectiveness.
 
I would say that, in the way that the FDA requires certain 
types of data and data elements and monitoring for clinical 
trials, that probably can’t be done in the same way in the real 
world, so to speak. But there are probably ways of examining 
these real-world data that could really inform long term sur-
veillance, long term health ef fects and whether drugs such 
as these immunotherapies are working, have the same types 

versus a claims-derived cohort. Further analyses are needed 
to better address the dif ferences and understand how the 
data may be comparable.
 
Jennifer B. Christian, IQVIA: The goal of the Friends 2.0 pilot 
is to understand where and how RWE can be used to evaluate 
treatment ef fectiveness in lung cancer. To implement the 21st 
Century Cures Act, the FDA needs to better understand when 
real-world data can be trusted and determine the situations 
where real-world approaches can inform drug approvals and 
label expansions. 
 
Through this work, we keep learning more about how RWE 
dif fers from traditional RCT data. The care a patient receives 
in an RCT is not the same as a patient receives in routine care, 
and the findings from RCTs are not necessarily generalizable 
to the real world. RWE, which is more reflective of routine 
clinical care, is complementary to RCTs, and the evidence 
derived from both sources provides a clearer picture to un-
derstand the benefits and risks of treatments.
 
Kushi, Kaiser: One main takeaway is that, as Dr. Ned Sharp-
less mentioned at the meeting in September, there is a “tsu-
nami” of data from health care systems that are now available 
or becoming available. However, an associated takeaway is 
that the types of data dif fer, as demonstrated by the dif ferent 
organizations that are participating in this Friends of Cancer 
Research ef fort. There’s undoubtedly a lot that we can learn 
about cancer care, how it’s being delivered in the real-world 
setting, and determining the real-world ef fectiveness of care 
in populations that aren’t necessarily in clinical trials.
 
Also, just learning about other aspects of health care delivery, 
whether it’s disparities or the transition from active care to 
surveillance and long-term impact. Not that we’ve looked at 
any of those in this particular work with Friends of Cancer Re-
search, but I think that all those things are possible given the 
types of data that are becoming much more readily available.
 
I think this Friends of Cancer Research ef fort is a good way of 
demonstrating the dif ferent strengths of dif ferent types of 
data sources and how they can, despite these dif ferences, at 
least on clearly defined questions, can basically come up with 
results that look fairly similar.
 
Of course, the results do vary from setting to setting, and the 
next step that we have to work on is, “Okay, why do they vary?” 
Some of the obvious things are, for example, the populations 
probably dif fer a bit, such as in age range. So, we need to 
explore this in the next steps of what we’re doing currently. 
But I think that, yes, there’s a big opportunity.
 
I should mention that I used to run a grant, which no longer 
has funding, that was funded by the NCI called the Cancer 
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ever, the pilot found more similarities between the groups 
than variation. 

 

MO: The dif ferent groups agreed on com-
mon definitions, but my understanding is 
that the analyses were done independent-
ly. Is it important to talk not only about 
validation and evaluation of endpoints, but 
also about the quality and transparency of 
the data and analyses?

Rassen, Aetion: Yes. Pilot 2.0 helped to realize the vital impor-
tance of aligning on key questions upfront, such as variable 
definitions. As you note, we agree on the importance of pro-
cesses to track and document the preparation and use of data 
at each stage of evidence generation. This is a central feature 
of our Aetion Evidence Platform, in which fully archived and 
auditable logs record all transactions and provide compre-
hensive versioning of the data, including data history, prove-
nance, linkages, and transformations.
 
Miller, CancerLinQ: It was important for us to be in sync on 
validating and evaluating the endpoints, as well as have dis-
cussions about dif ferences we were seeing that might relate 
to data type, source, population, and quality. The groups had 
frequent calls and emails to work through the details of the 
endpoint definitions. 
 
Even af ter our first review of the results, we found that we 
needed to regroup and discuss again some details of the met-
rics and approaches for defining endpoints and approaches 
for censoring. We also asked each group to report censoring 
fractions per endpoint to help with understanding the com-
pleteness and quality of the data. 
 
Walker, Concerto: As a pre-condition for the project, all par-
ticipants in the Friends of Cancer Research work agreed that 
quality and transparency of methods were important. 
 
All parties attempted to implement the analysis in the same 
way, following an agreed-upon plan, but we are also docu-
menting any ways in which the implementation may have 
varied from that plan. Given the dif ferent participants and 
data sources, this sort of understanding is critical to have 
ef fective sharing and to advance the field with confidence.
 
Norden, COTA: Quality and transparency have been consis-
tent parts of the Friends research discussion. We have had 

of outcomes, or identify long-term unintended ef fects, in dif-
ferent populations.
 
Alwardt, McKesson: We’re really excited to be part of that 
pilot. For one, it was nice to be in a room full of people who 
are thinking similarly—and, as I call myself, a “real-world data 
evangelist”—and understanding that real-world data will be 
important to not only the decisions we’re making now, but 
even more important to the decisions that we’ll be making 
in the future. 
 
So, it was a good opportunity to have a rising-tide-raises-all-
boats moment across the industry.

I think that it outlined a few things that we’ll continue to need 
to work on, and that is understanding standard. I think that 
for organizations and regulatory bodies to trust real-world 
data more, it’s not necessarily certified using “the entirety 
of the dataset,” but ensuring the dataset you’re using for a 
particular analysis is fit-for-purpose.
 
So, fit-for-purpose was definitely the phrase that we heard 
a lot, and making sure that everything that was outlined in 
the FDA framework for real-world evidence around general 
reliability, quality, and transparency are achieved, but starting 
to get into, “What does that actually mean?” and “How is that 
to be defined?” 
 
I think we have a long way to go in that regard, but this was 
definitely a first step in thinking about how dif ferent our data 
sets are across a number of organizations and where we can 
start to find commonality to be able to use these data for the 
benefit of patients.
 
Hirsch, Syapse: This was an important ef fort to demon-
strate that leading organizations in oncology  real-world 
evidence can develop common definitions for cohorts and 
endpoints, conduct similar analyses, and come together to 
discuss results. 
 
While this was not a formal validation study, it was a signif-
icant demonstration of how far the field has come in a few 
short years, and an illustration of the hard work in front of 
all of us to mature the use of real-world evidence in out-
comes research, clinical decision-making, and regulatory 
decision-making.
 
Palmer, Tempus: The heterogeneity in the data source, the 
composition of data types, curation practices or provenance 
cascade at each partner organization could introduce vari-
able amounts of missingness, biases, and confounders in 
the underlying data, and thereby variation in results, how-
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Christian, IQVIA: Absolutely. Being transparent about the 
quality of data sources is very important in evaluating and 
validating endpoints. Transparency begins by describing the 
data sources, but goes further by characterizing the missing-
ness of each variable used in the analysis. 
 
Many organizations participating in the 2.0 pilot project were 

not able to capture 
cer tain clinical 
tests or generate 
endpoints such as 
progression free 
survival, because 
these data are ei-
ther not routinely 
recorded in clinical 
practice, captured 
in the medical re-
cords or accessible 
from the medical 
records. Some of 
the findings from 
this project will fo-
cus on characteriz-
ing the data that is 
captured well in 
real-world sources 
and data not rou-
tinely recorded.
 
Ku shi,  K ais er : 
You’re right. We 
each did our anal-
yses separately 
and then we sent 
the tabular re-
sults to Friends of 
Cancer Research, 
and then they put 
them together in 
tables that could 
be compared. We 

haven’t actually combined or pooled those results in any way 
across all the dif ferent groups.
 
We’ve had some experience with actually pooling individu-
al-level data, in research projects across the CRN health care 
systems, for example. And probably some of these other 
groups have done the same in their subsets. For example, 
Syapse partners with several dif ferent health care systems; I 
don’t know if they’ve pooled data across them or not, but they 
are positioned to be able to do so.
 

numerous discussions about topics that include: partner rules 
on data suppression for small sample sizes to population dis-
tributions within research partners, dif ferences in abstraction 
methods and types of data, analytical techniques and pro-
cesses used by partners, and sources of data. Many of these 
topics and others will be discussed in upcoming manuscripts 
and congress discussions. The work presented in September 
only represented a small portion of the extensive collabora-
tive work of the group. 

COTA does believe establishing quality and transparency 
standards for data and analyses are an important precursor to 
being able to expand the utilization of dif ferent types of RWD 
for regulatory decisions. COTA has done extensive work to 
develop a three-pronged approach to ensure data quality and 
transparency based on our interactions and discussion with 
industry partners, life science partners and regulatory bodies. 

Mahoney, Flatiron: Data quality and transparency are criti-
cally important factors and underpin the interpretability and 
reliability of RWE studies. A main objective of this project is 
to align on how to evaluate data quality/reliability. 
 
Given the dif ferent types of data sources included in this proj-
ect, we will need to think about what data quality and com-
pleteness mean in the context of routine care (as opposed to 
prospective randomized clinical trials), and how those criteria 
are measured using dif ferent data sources such as EHR or 
claims.The steps we’ve collectively taken so far as part of this 
pilot research project will set a foundation for future work 
on data quality. 
 
Data reliability metrics are also a focus of the broader RWD/
RWE stakeholder community and regulators who are working 
together to define best practices. Flatiron contributed to a 
collaborative ef fort by the Duke Margolis Center for Health 
Policy’s RWE Collaborative to help identify a minimum set of 
data quality checks to evaluate whether RWD are reliable and 
may be fit for use. Those recommendations are described in 
a paper published in September. 
 
The Friends pilot may provide an opportunity to discuss how 
the underlying quality of specific data elements may impact 
the outcomes we observe. For example, date of death is not 
always captured in real-world clinical settings. Given that 
incomplete information on death can skew overall survival 
analyses, data organizations have to link or supplement in-
formation with external sources. The impact of incomplete 
death data highlights the importance of benchmarking it to 
the gold standard, which is the National Death Index, to gen-
erate quality metrics, such as sensitivity.
 

While this was 
not a formal 
validation study, it 
was a significant 
demonstration of how 
far the field has come 
in a few short years, 
and an illustration 
of the hard work in 
front of all of us to 
mature the use of 
real-world evidence 
in outcomes research, 
clinical decision-
making, and regulatory 
decision-making.
– Jonathan Hirsch, Syapse

https://healthpolicy.duke.edu/sites/default/files/u31/_determining_real-world_datas_fitness_for_use_and_the_role_of_reliability.pdf
https://onlinelibrary.wiley.com/doi/full/10.1111/1475-6773.12872
https://onlinelibrary.wiley.com/doi/full/10.1111/1475-6773.12872
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pus agrees that transparency is critical to ensure confidence 
in RWE results, and the importance of investigating fit-for-
purpose, quality of underlying data along with any variabil-
ity in the population characteristics and/or methodological 
assumptions made during the analysis. The partner organi-
zations are carefully reviewing the data and conducting ad-
ditional analyses to investigate this and plan to share find-
ings and lessons as part of the Friends of Cancer Research 
collaboration.
 

MO: It seems that the project would need 
to focus on stratifying the patient cohort to 
validate endpoints, and then benchmark-
ing real-world patient outcomes against 
results from equivalent traditional clinical 
trials. Who will be in charge of these ef-
forts, and do you see them being done as 
part of the Friends collaboration?

Rassen, Aetion: We look forward to working closely with 
Friends on upcoming projects, which I’m sure will address a 
number of “next step” questions raised in the course of Pilot 
2.0. Aetion will continue to enable RWD analyses across one 
or multiple data sets, and support thoughtful design and ap-
plication of study methodologies.
 
Miller, CancerLinQ: Friends of Cancer Research has begun 
conversations about performing subgroup analyses as a 
follow-on phase to the initial work presented at the public 
meeting. Stratification is a necessary next step to understand 
the dif ferences in the populations so this is a high priority for 
CancerLinQ. The benchmarking to clinical trial results will be 
completed as a separate project. ASCO and Concerto do not 
plan to participate in the clinical trial comparison because of 
other priorities.
 

I think that defining the variables in the same way to the ex-
tent possible, that’s great. Then we can go back to our various 
data sources and look at the same analysis and describe the 
populations in the same way. 

We have tried in our calls to be as open and transparent as 
possible about any hurdles we’re running into or questions 
that we have about the distributions of population charac-
teristics, operationalizing variable definitions, and things like 
that, but we haven’t seen individual-level data from other par-
ticipants, and that’s partly because we’re really doing this in 
an underfunded manner, let’s put it that way. But this also 
serves as a benefit, not only for privacy concerns, but also as 
we are each replications of analyses in dif ferent health care 
or data settings.
 
So, yes, it’s contributed time and not necessarily the prima-
ry focus of anything that any of us are involved in. I will say 
that Friends have been great, in terms of helping to guide this 
whole ef fort.
 
Alwardt, McKesson: Our discussion started with, “How do we 
even define real-world time to treatment discontinuation?”, 
which is a good place to start, among a thousand definitions, 
but we have a way to go into how we perform that analysis, 
and some of it is due to the fact that the data sets are funda-
mentally really dif ferent.
 
The example that I tend to use is—this was non-small cell 
lung cancer—for the demonstration for our pilot, if you’re in 
a claims data set, there’s not an ICD-10 code for non-small 
cell lung cancer. So, just out of the gate, you’re trying to think 
about, “How am I determining that this patient even fits the 
inclusion criteria for the study?” So, we’re going to go beyond 
just definitions and think about more in Pilot 3.0 such as how 
we censor the data and data bias.
 
Hirsch, Syapse: The groups came together to construct shared 
definitions and methodologies, which was a significant and 
important undertaking. Each group quality checked their own 
data and conducted their own analyses, providing analysis 
results to Friends to pool. It is critical to discuss the quality of 
the underlying data and the analyses in order to determine 
the appropriateness of using  real-world evidence to answer 
these types of questions. 
 
We at Syapse have been and will continue to publish, in col-
laboration with our health systems partners, through con-
sortium ef forts such as Friends, and directly with the FDA 
throughout our research collaborations.
 
Palmer, Tempus: Analyses were completed independently 
to ensure data protection using pre-specified, congruent 
common data elements and statistical analysis plans. Tem-
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As a next step, Flatiron and some other pilot 2.0 participants 
intend to identify real-world cohorts that more closely resem-
ble those from the clinical trials by applying as many I/E crite-
ria from the clinical trials as possible, then will compare out-
comes within real-world datasets to determine if real-world 
endpoints can detect dif ferences across treatments. Future 
work may include additional analytic approaches to make 
the real-world cohorts more comparable in order to discern 
dif ferences by interventions. 
 
As with the other aspects of the Friends’ pilot study, we ex-
pect that pilot participants will align on common methods 
for analyses and conduct studies on their own data. Friends 
of Cancer Research is managing the project.
 
Christian, IQVIA: Initially, the group wants to compare the 
findings presented at the most recent Friends 2.0 pilot meet-
ing across all data partners, including characterizing the study 
populations and comparing overall survival, time to next 
treatment and time to treatment discontinuation rates. IQVIA 
and some other data partners are also planning to conduct 
additional sensitivity analyses using clinical trials as bench-
marks for comparison. 
 
Friends will continue to lead this work, and we anticipate 
these subsequent analyses to continue through early next 
year. We expect to see dif ferences between the RWD from 
all the data partners. It is necessary to understand the ex-
tent of these dif ferences, the drivers responsible for these 
dif ferences and whether they are artifacts of data recording 
or meaningful dif ferences in benefits and risks among the 
populations. 
 
Beyond the 2.0 project, there is a need to further evaluate 
this framework in other cancers, other therapeutic areas 
and in countries outside of the U.S. IQVIA, in collaboration 
with Friends and Health Data Insight in the U.K., plans to use 
Public Health England’s Cancer Analysis System to facilitate 
comparisons with the U.K. national registry data on lung can-
cer patients. 
 
Kushi, Kaiser: Yes. Those are actually two things that we 
have talked about. One is benchmarking against the results 
of clinical trials, specifically in this particular area, these PD-
(L)1 inhibitors, and advanced NSCLC.
 
One of the interesting things, getting back to the criteria by 
which you need to think about who gets into clinical trial—
Friends did go through recent trials and showed us, “Okay, 
these are the inclusion criteria.” But some of them are not 
things that are captured in EHR data or claims data. These are 
things that you would ask someone specifically because you’re 
potentially enrolling them in a clinical trial and you wouldn’t 
necessarily ask them in a clinical context.
 

Walker, Concerto: A secondary objective of the work will 
examine a subset of patients who match inclusion criteria 
for one of the pivotal trials that formed the basis for the 
real-world study. Several of the participants in the Pilot 2.0 
study are engaged in this work, with ongoing support from 
the Friends leadership.
 
Norden, COTA: Collaboratively under the Friends 2.0 project 
we are working on exactly what you are proposing. During the 
Blueprint Forum in September, the second panel highlight-
ed the approach we are taking to validate both a real-world 
data framework 
and real-world 
outcomes in ad-
vanced NSCLC. 
There is a sub-
group within the 
lar ger c ollab -
oration who is 
working on de-
veloping a man-
uscript based on 
this work. 
 
Additionally, we 
at COTA are do-
ing some excit-
ing work on re-
al-world outcome 
validation in he-
matology and sol-
id tumors that we 
hope to be able 
to disseminate in 
the near future. 
We also have re-
cently embarked 
on a two-year re-
search collabora-
tion with the FDA 
where we will also 
be working to ad-
vance knowledge 
in this area.
 
Mahoney, Flat-
iron: The goal of 
the pilot project 
is not to directly 
compare the results from RWD studies to clinical trial re-
sults. Rather, the question we’re seeking to address is: Can 
real-world endpoints be used to characterize dif ferences be-
tween available interventions? In pilot 2.0, clinical trials will 
serve as context for this question. 
 

There is a ‘tsunami’ 
of data from health 
care systems that 
are now available or 
becoming available. 
We have tried in our 
calls to be as open 
and transparent as 
possible about any 
hurdles we’re running 
into or questions 
that we have about 
the distributions 
of population 
characteristics, 
operationalizing 
variable definitions.

– Larry Kushi, Kaiser Permanente                                    
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and versions and positions published as we’re moving for-
ward, and hopefully, what happens is that there’s a conver-
gence of these things to where that ultimately—if we look 
forward to a day where the FDA establishes the framework—
that it was done looking into the totality of the universe of 
data and not picking a pony.
 
I think that that’s where some of the opportunity really is 
for all of us. I focus on community oncology, but even the 
academic centers and large data partners and some of the 
up-and-coming new tech companies have their opportunity 
to share their thoughts and opinions. I think it will be great. 
It will be more powerful with that broader group than we can 
accomplish individually.
 
Friends has the right people to do it. I think that there are 
other groups that could try to do this with data that ulti-
mately would be maybe less successful, only because of the 
strong leadership that Friends has, and really pushing this to 
remain focused on why this is important. I think that other 
data groups or other data consortiums can think about this, 
but Friends has that singular oncology focus. 
 
Hirsch, Syapse: We agree, and this is an ef fort that Syapse 
and the FDA are undertaking as part of our research collab-
oration. We look forward to sharing the results of this work.
 
Palmer, Tempus: The collaboration does plan, if feasible and 
time permits, to include additional analyses of real-world pa-
tients that match clinical trial eligibility requirements in order 
to assess whether real-world data can more closely align with 
clinical trial results and conclusions. Studies are needed to 
establish how real-world endpoints relate to more traditional 
regulatory endpoints. 
 
If not included in Pilot 2.0, subsequent pilots could be devel-
oped and convened by Friends of Cancer Research. It is also 
possible that the results of RWE data more closely mimic 
“truth”, or what is really happening, than clinical trial data 
which by necessity has a highly selected patient population.
 

 

MO: Outside of this collaboration, how is 
your organization using real-world evi-
dence? Also, who are paying for it?

Rassen, Aetion: The Aetion Evidence Platform is being used 
by biopharma companies, payers, and regulators to conduct 
real-world evidence studies that answer questions about 
which treatments work best for which populations. Aetion 

As a result, we can’t really directly replicate the populations 
that were enrolled in a clinical trial. We can for key terms such 
as the cancer diagnosis or age, but not necessarily some of the 
things like, “Are you pregnant or planning on becoming preg-
nant?” Note that this is just a hypothetical example; I don’t 
recall if this was an explicit exclusion criterion in these trials.
 
We may be able to pull up the first part if they had a child in 
a subsequent time period, but we certainly wouldn’t know if 
people are planning to become pregnant. Maybe we could 
look at family planning or reproductive health visits or some-
thing like that, but intent to become pregnant is not some-
thing that we would routinely be able to capture. Obviously, 
that doesn’t necessarily apply for all clinical trials in terms of 
inclusion criteria, but for some it might.
 
So, not necessarily all the groups are going to be able to con-
tribute to a clinical trials population replication because they 
may be missing more critical information, but we are collec-
tively going to contribute if possible.
 
So, an example, in our setting and in most claims or EHR-
based settings, we don’t have good capture of disease pro-
gression, a common outcome of interest in clinical trials.
 
It’s likely documented somewhere, but it’s usually in text 
notes or captured in varying ways depending on cancer type. 
In lung cancer, it’s probably captured through imaging, but 
we couldn’t necessarily say, “Okay, this is the particular imag-
ing encounter that resulted in the recurrence or progression 
being identified.” It’s likely documented in text notes, and it 
might be inferred from subsequent initiation of therapy for 
advanced cancer. So, the information’s there, but we decided, 
because of the level of funding and ef fort we could devote, 
that we weren’t going to attempt any chart review to confirm 
recurrence or progression to advanced stage. But a group like 
Flatiron, where they’re actually going through all the records 
on a routine basis and through relevant text fields, they could 
identify progression.
 
So, something like that, even though you would think would 
be a clinical endpoint of interest, is not necessarily routine-
ly capturable in structured data. And the extent to which it 
is varies from cancer to cancer. And as a result, we or other 
groups may not be able to conduct a relevant comparison to 
results from a clinical trial.
 
Alwardt, McKesson: I do. From the experience that we had, I 
think that this was a safe place to do this together, as a whole 
that’s greater than the sum of the parts.
 
Now, I will say that, independently, many of us are competing 
in the market today and continue to have our own opinions 
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Many of our research projects are done through collabora-
tions, such as those we presented at the 2019 ASCO annual 
meeting around the outcomes in patients with autoimmune 
disease, typically excluded from checkpoint inhibitor clinical 
trials—this being done with ASCO and FDA.
 
Norden, COTA: COTA has adopted a multi-pronged approach 
partnering with providers, life science companies, payers, the 
FDA, and others to bring clarity to the incredibly complex dis-
ease of cancer. 
 
We work with major academic cancer centers to abstract and 
curate clinical data. COTA organizes this real-world, fragment-
ed EHR data, transforming it to a clinically rich, longitudinal 
dataset. Institutions are using this data to unlock insights and 
transform care practices. Additionally, COTA is the exclusive 
partner in preparing NJ provider organizations to enter val-
ue-based oncology arrangements. We provide these orga-
nizations with clinical insights that cannot be gleaned from 
claims data alone. 
 
Earlier this year, COTA signed a two-year Research Collab-
oration Agreement with FDA to establish a study protocol 
with an initial focus on breast cancer. The primary objective 
of the collaboration is to enhance our understanding of the 
real-world experience of cancer patients with an eye toward 
determining how best to use this experience in regulatory 
decision-making. 
 
In addition to this work, COTA is supporting various life sci-
ence companies in accelerating and augmenting clinical tri-
als with RWD. In one case, the company has multiple clinical 
trials that received positive guidance from the FDA on the 
use of RWD given the rare trial populations as well as trial 
design. COTA is working collaboratively with the company 
to build the RWD inclusion/exclusion criteria, data models, 
and the relevant cohorts to the agreed upon data models. 
COTA anticipates that the RWD will be submitted to the FDA 
in multiple malignancies over the coming months.
 
Mahoney, Flatiron: In line with our mission, we believe that 
enabling the use of our de-identified datasets will help the 
entire cancer community advance research to find new, better 
therapies for patients. We license our real-world oncology 
de-identified datasets to researchers (typically for a fee) and 
to government agencies and non-profit organizations (at no 
charge) to accelerate cancer research.
 
Dreyer, IQVIA: IQVIA embraces opportunities to use RWE ap-
proaches to innovate drug approvals, to advance personalized 
medicine and to ultimately improve the lives of patients. We 
work with a variety of stakeholders from pharmaceutical and 
biotech companies to regulators, payers and clinical institu-

works with 12 of the top 20 top biopharmaceutical compa-
nies, leading payers, and regulatory agencies including the 
FDA and EMA.
 
Besides the Friends collaboration, Aetion is also using RWE 
to help the FDA test where this kind of data can—and can-
not—be used appropriately. The FDA’s Framework for Re-
al-World Evidence Program included a reference to a land-
mark study, RCT DUPLICATE, being led by researchers at 
Brigham and Women’s Hospital using Aetion’s platform, to 
demonstrate the value of real-world evidence as an accelerant 
to drug approval. 
 
Researchers are seeking to replicate the results of 30 random-
ized clinical trials that were used for FDA approval decisions to 
see whether the incorporation of real-world evidence would 
have led to the same regulatory decision. This year, the RCT 
DUPLICATE study was expanded to predict the results of sev-
en additional Phase IV clinical trials that are ongoing. 
 
Miller, CancerLinQ: CancerLinQ generates real-world data as 
a secondary byproduct from the data collected from practices 
which is used primarily for quality improvement and clinical 
care. We make available real-world data sets via CancerLinQ 
Discovery®for academic, government, and non-profit users. 
These data sets are accessed in a controlled cloud-based 
environment and are not downloaded. Commercial custom-
ers obtain access to real-world datasets through the TEM-
PRO licensees. 

The creation of real-world datasets is funded through Cancer-
LinQ’s operating budget. Customers of CancerLinQ Discovery 
pay to receive access to specific fit-for-purpose datasets af ter 
approval of their research proposal by our Research and Pub-
lications Committee. As recently announced, we will soon be 
making CancerLinQ Discovery datasets available to research 
customers through a customized version of the American 
Heart Association’s Precision Medicine Platform.
 
Walker, Concerto: Concerto HealthAI focuses its research on 
research questions that can advance meaningful innovations 
to patients and which can provide confidence in the current 
treatment approaches bringing the greatest benefits to spe-
cific subpopulations. 
 
Essentially, we are creating the tools—engineered real-world 
data and AI solutions—that are enabling precision oncology 
in practice. Concerto HealthAI uses real-world data to address 
a wide range of research questions of interest to health care 
providers, patients, life science companies, payers, and aca-
demic researchers. Some of this work is funded in partnership 
with life science companies, some is grant-funded, and other 
research is internally funded by Concerto HealthAI. 
 

https://www.fda.gov/media/120060/download
https://www.fda.gov/media/120060/download
https://www.asco.org/about-asco/press-center/news-releases/collaboration-with-aha-cancerlinq-discovery-data
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they were older and outside the age eligibility range. I was 
not directly involved in this project, and Erin Aiello Bowles of 
Kaiser Permanente Washington led a manuscript on these 
findings that was published in JNCI. Thus, the possibility and 
magnitude of the side ef fects of treatment might be dif ferent 
from what you see in clinical trials.
 
Another example is in cancer screening. Kaiser Permanente 
researchers are leading and participating in some of the major 
research projects on cancer screening in health care systems. 
One of the examples I like to give in this area—again, I was not 
involved in this, and this work was led by Dr. Doug Corley at 
Kaiser Permanente Northern California—showed that there’s 
wide variation in adenoma detection rates among gastroen-
terologists, which is the proportion of patients in their patient 
panel in which they detected at least one adenoma during 
colonoscopy. The ADR ranged from less than 10% to 50%.
 
More importantly, they then saw that ADR was also directly 
tied to subsequent 10-year colon cancer incidence. That is, the 
patients of gastroenterologists who had relatively high ade-
noma detection rates had colon cancer rates that was about 
half of those compared with patients of providers with low 
ADR. And there was this direct linear relationship for decreas-
ing risk with higher adenoma detection rates.
 
That’s obviously not evaluating something that was looked 
at in an oncology clinical trial and seeing how it works in the 
real world. Instead, it’s taking data that are available in these 
types of health systems databases, with EHR data that docu-
ments what types of providers are seen, the procedures that 
are done and their results, and linking up with internal cancer 
registry information—all of which is available in the Kaiser 
Permanente setting. And in this case, discovering that, yes, 
this measure—the adenoma detection rate—makes a big 
dif ference on colorectal cancer rates, as big as anything in 
the colorectal cancer treatment space.
 
So, if you have a gastroenterologist, you probably want one 
that actually has experience finding those little adenomas 
that might be missed by some of their colleagues. This has 
led to more training of gastroenterologists, and is a direct 
example of real-world evidence informing a learning health 
care system, and of the type of analyses that can be done from 
data that are now available. So, it’s real-world evidence that 
impacts cancer-related care. This was published in the New 
England Journal of Medicine about four years ago.
 
Alwardt, McKesson: My team is funded through our inter-
actions with either grants, governmental funding bodies, 
biopharma and academic collaborations.
 
We use the data in two ways. On one side, it’s important and 
it’s one of our mandates that everything that we do is from a 

tions around the world to develop approaches that allow us to 
better understand the benefits, risks, and costs of therapies 
and devices. 
 
For example, IQVIA is collaborating with the FDA on its Senti-
nel initiative, the agency’s national electronic system, which 
uses electronic health care data to monitor the safety of 
FDA-regulated medical products. 
 
Working with Deloitte Consulting, we are part of the Com-
munity Building and Outreach Center, which will focus on 
broadening awareness, access and use of Sentinel tools and 
data infrastructures. Moreover, IQVIA is working with other 
entities, such as the National Football League and the Na-
tional Basketball Association, which are also interested in 
real-world data to monitor player health.
 
Kushi, Kaiser: There are a couple of things to note. One is that, 
in research groups such as the one I’m af filiated with, the Di-
vision of Research for Kaiser Permanente Northern California, 
most of our funding comes from extramural grants, projects 
not funded by Kaiser Permanente. The NCI, of course, is one of 
our primary cancer-related funders and NIH in general funds 
much of the Division’s research projects—I think over half 
our funding comes from NIH grants. And then we have other 
Federal or State funding, foundation grants, and some some 
industry-related funding, as well as some directed internal 
Kaiser Permanente funds for specific projects
 
We have about 60 researchers in our group who conduct re-
search across a broad spectrum of conditions, not just cancer. 
The other research groups affiliated with other Kaiser Perma-
nente regions are a bit smaller, but similarly conduct research 
across many dif ferent areas. The work that we do is largely 
driven by the grants that we receive, most of which are inves-
tigator-initiated, although some are contracts.
 
When we do partner with an industry group, they might be 
interested in the type of question such as what we are doing 
with Friends—”what’s the long-term ef fect of some pharma-
ceutical or device”—then, that would be pretty focused. I’ve 
actually not participated directly in any industry-funded ini-
tiatives, but for example, we did one of the validation studies 
for Oncotype DX and how the recurrence score is associated 
with survival af ter breast cancer. This was one of the first two 
main studies that were done in that arena.
 
As another example, the NCI gave the CRN some funds to look 
at cardiotoxicity af ter getting anthracyclines and other cancer 
agents that may have cardiac ef fects. The rates of these car-
diac events were substantially higher in the older age group 
than you would surmise, just based on clinical trials. These 
were patients who were not actually in clinical trials, because 
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Hirsch, Syapse: Our primary goal is to enable providers and 
health systems to improve outcomes for cancer patients 
through precision medicine. One of the primary ways we 
achieve this is through the use of real-world evidence. The 
health systems we work with join the Syapse Learning Health 
Network, which allows their providers to use real-world evi-
dence from across the network to understand optimal testing 
and treatment strategies. 
 
For example, when a patient is presented at the molecular 
tumor board, an expert oncologist can find all clinically and 
molecularly similar patients from across the network, see 
their treatment journeys, and compare outcomes by therapy. 
 
We are very proud of our ef forts to put RWE into the hands 
of health systems. Additionally, we work with life sciences 
companies to help them leverage RWE to accelerate bring-
ing therapies to patients. This includes outcomes research, 
clinical trials optimization, and regulatory uses.

 

 

MO: What do you see your organization 
being able to do once a real-world end-
points framework is established at FDA, 
and when real-world evidence is broadly 
ready to be used for regulatory purposes? 

Rassen, Aetion: I want to amend the question slightly to what 
more do you see Aetion being able to do once the framework 
is established. I say that because we’re able to do quite a bit 
today, even without specifically established guidance, be-
cause global regulators and value assessment bodies are in-
creasingly incorporating RWE into their decision-making, and 
letting us know—in ongoing discussions and through public 
documents—what works and what doesn’t. 

We’re working with our clients today to support regulatory 
submissions, while we partner with academic and industry 

real-world evidence-generating standpoint—we enter into it 
with intent to publish. Over the last couple of years, the team’s 
published about 200 plus dif ferent publications in conjunc-
tion with our biopharma partners. Now, the benefit of this 
and where we add some uniqueness, is that every study we 
conduct has an actively practicing oncologist from The US 
Oncology Network (The Network) as a principal investigator. 
To give you some background, The Network brings together 
more than 1,200 independent physicians, forming a commu-
nity of shared expertise and resources dedicated to advancing 
local cancer care and to delivering better patient outcomes.
 
So, we’re ensuring that the clinical questions that we’re an-
swering are relevant and that the answer will be important 
to their practice. What ends up happening is as we continue 
to develop these papers and posters and manuscripts, that 
information works its way back into The Network. And so, 
there is a greater understanding of real-world performance 
in the real-world data in addition to the trial data—The US 
Oncology Network is, to a high degree, trialists, also.
 
They’re very familiar with the trial side, but they also under-
stand that with real-world data, there’s going to have to be a 
way to do this. I was speaking with a physician recently who 
specializes in lung cancer, and he said, “No one wants to do a 
trial with the control of chemotherapy, because no one wants 
to put their patients on chemo in lung cancer anymore, unless 
they have to.”
 
No one wants to do that. But they’re still presented frequently 
with that’s the standard, that’s the control. And the thing is, 
we know what happens there. I mean, why do we still need to 
be using that as the control? We know what happens. We’ve 
got 40 years of experience knowing what happens with che-
mo and lung cancer. So, it’s frustrating to them, and right now, 
there’s not an option.
 
So, we’re excited that with the FDA, we’ve had a success with 
the synthetic control arm approval for avelumab in metastat-
ic Merkel cell carcinoma. We think that there’s a continuing 
opportunity, it’s part of our strategy, and it’s something that 
we have a number of projects right now that will hopefully 
be successful. We’ve achieved buy-in from many physicians 
that this is going to be a good way to go to help feed some of 
these novel therapies to market.
 
Palmer, Tempus: We use RWE in many ways. We provide 
RWE insights to hundreds of researchers across the country, 
pharmaceutical companies, associations, government agen-
cies, and regulatory bodies. In addition, we have a series of 
papers coming out in the near-term using RWE insights we 
have generated internally. 
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We are also seeing the benefit of AI and machine learning 
approaches linked to real-world data analyses—allowing 
insights that go beyond the existing literature, or that pro-
vide context to findings in the literature based on larger scale 
analyses. Already, we are seeing the benefit of studies with 
regulatory intent done at scale using real-world data alone. 
This is remarkable progress in only two years. 
 
With formalization, the industry will have even more confi-
dence and clarity as to where and how real-world data can 
aid pre- and post-approval decisions. It further is aiding the 
generalizability of regulatory intent studies to the treatment 
decisions of community practitioners—a further goal of this 

move towards re-
al-world evidence 
integral to dif fer-
ent study phases 
and decisions. 
 
Norden, COTA: 
A scenario that is 
growing in impor-
tance involves the 
use of RWE to sup-
port granting of an 
expanded indica-
tion for a drug al-
ready approved in 
another indication 
on the basis of RCT 
data. A recent ex-
ample was the ap-
proval of Ibrance 
(palbociclib) for 
male breast can-
cer, which relied 
on multiple types 
of RWE against 
the backdrop of 
RCT data previ-
ously generated 
for breast cancer in 
women (The Can-
cer Letter, April 19).

 
A related application involves the creation of an external 
control group from RWD. Imagine that a new drug is being 
developed to target a novel mutation in patients with highly 
refractory solid tumors. In this case, patients are unlikely to 
accept randomization to an existing standard of care—which 
is associated with poor outcomes—and oncologists have eth-

bodies to shape our collective understanding of what’s pos-
sible with RWE. Collaborative projects will be a huge help in 
guiding the way—Friends’ Pilot 2.0 is an important project, 
as are others Friends initiatives.
 
Beyond regulators, HTAs, U.S. payers and others are keen to 
understand the performance of medications in their deci-
sion-making, and to underpin ef forts like value-based care. 
This is particularly important in oncology, where approaches 
like external control arms can greatly extend our knowledge 
about medications, especially in cases where randomized 
trials aren’t feasible.
 
Miller, CancerLinQ: We expect that CancerLinQ Discovery 
datasets will be an even more valuable source of real-world 
cancer data by showing patterns of care, treatment outcomes, 
and new associations in large populations of patients being 
treated with standard-of-care or of f-label treatments. 
 
This may be particularly useful for understanding toxicities 
or generating hypotheses for new indications or new popu-
lations to be treated with approved drugs. We also expect 
that industry may start to include CancerLinQ data in their 
regulatory filings especially for label expansions.
 
As the use of real-world data increases more broadly, re-
searchers and clinicians will gain a better understanding of 
the benefits and limitations of this type of data and how it 
may be able to complement traditional clinical trial data. 
 
However, the greater legitimacy for real-world data that will 
likely come from the FDA’s promulgation of its framework 
will be seen when clinicians begin incorporating real-world 
evidence into treatment decisions, particularly in situations 
where there is missing or poor-quality clinical trial data, for 
example for rare tumors not well-studied by trials.
 
Walker, Concerto: The FDA has taken a rather innovative 
approach during this interim period prior to a formal frame-
work and guidance being provided—allowing alternative ap-
proaches to be advanced in a very transparent and consulta-
tive manner. This is really bringing together the best thinking, 
data, and methodologies. 
 
Consequently, we are already seeing the value of EMR data—
especially EMR data from sources that allow fully abstract-
ing the unstructured elements for specific study designs and 
questions—and sometimes even combining these EMR data 
with full genomic datasets and payer claims data. All of this 
is to have confidence in comparability or superiority of these 
data as a source of external controls or as the basis for a stan-
dard-of-care comparison. 
 

IQVIA is also helping 
regulators in Europe, 
Japan and China 
develop guidance 
documents. All 
these regulators are 
calling for health 
stakeholders to share 
their experiences using 
real-world evidence, 
including pilot projects 
that will inform 
the development of 
formal guidelines.
– Nancy Dreyer, IQVIA

https://www.pfizer.com/news/press-release/press-release-detail/u_s_fda_approves_ibrance_palbociclib_for_the_treatment_of_men_with_hr_her2_metastatic_breast_cancer
https://www.pfizer.com/news/press-release/press-release-detail/u_s_fda_approves_ibrance_palbociclib_for_the_treatment_of_men_with_hr_her2_metastatic_breast_cancer
https://cancerletter.com/articles/20190419_1/
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tified a handful of broad areas for enhancing research areas, 
with a focus on what can best integrate our research strengths 
or opportunities with improving the care we provide. Two of 
these, i.e. precision medicine and cancer, obviously dovetail 
directly with the type of work that we’ve been participating 
in with Friends of Cancer Research.
 
In order to fully realize the potential of research and analytics 
in these areas, we also need to work toward better data avail-
ability to address questions in these areas—and this points 
to another area of data limitation currently. One key part of 
this is being able to identify readily, in a structured format, 
people who’ve been tested for specific clinical genetic tests, 
and the results of those tests. For example, PD-L1 testing or 
EGFR testing—relevant to this specific project—are being 
done to guide clinical decisions. 

Of tentimes, biospecimens are sent out to commercial labs 
for such testing, such as to Quest Diagnostics or to Ambry 
Genetics. Unfortunately, when they come back into the sys-
tem for clinical care, they typically are documented in PDF 
files, so that information is not usable for analytic purposes 
from inside KP, unless one goes in and prints those PDFs or 
calls them up on the screen and re-enters that data into a 
structured database.
 
So, what we’re doing currently is we’re seeking out ways to 
capture that information in a more structured format. That 
includes approaching commercial vendors who conduct 
such genetic or molecular tests for Kaiser Permanente and 
basically saying, “Hey, can you give us the data that you have 
already given us in PDF format, and that you already have 
in structured format yourselves and give it to us in a similar 
structured way?” That would then enable our analysts to link 
those data to other EHR data to produce real-world evidence 
about the use of these tests, use of follow-on therapies, and 
their outcomes. And yes, the vendors that we’ve approached 
so far seem to be on board to do that. Or intent is to go beyond 
cancer and beyond these specific tests that were the focus of 
the Friends of Cancer Research ef fort.
 
So, we anticipate we can eventually get those data in a struc-
tured format. We had published a paper [in JCO CCI] that ba-
sically talked about this gap in availability of data, and one of 
the things that we had also said was that it would also be great 
if EHR vendors, such as Epic, Cerner, Allscripts, if they could 
also create a place where these tests and their results could 
be routinely captured, so that from a clinical or operational 
side, they would know where to put the data or where to find 
these data, and from an analytic side we would know where 
to go to pull these data.
 
That’s something that, I think, can really realize the potential 
of precision medicine. I think being able to access those types 

ical concerns about randomization because some evidence of 
unusual activity has been observed during a phase 1 study. 
 
Therefore, the sponsor initiates a single arm phase 2 study 
with the blessing of the FDA. In this circumstance, the control 
group may be selected from a robust RWD set. Robustness is 
important because of the requirement to match prognostic 
factors between the experimental group and the RWD-de-
rived control group as closely as possible. Additionally, statis-
tical matching approaches such as propensity score analysis 
must be applied to ensure that measurable prognostic fac-
tors are balanced between the two arms. A similar approach, 
though not yet as widely used, involves creation of an external 
control group that represents a hybrid of RWD and controls 
from prior clinical trials. We expect this to be further devel-
oped in short order.
 
Mahoney, Flatiron: Even today, RWE has the potential to be 
applied to various use cases to support regulatory submis-
sions; for instance, RWE can provide disease context during 
clinical trial development, compare or provide context for a 
treatment arm in single-arm trial, characterize unmet need, 
provide evidence needed to modify an indication (e.g., dose), 
or even support product ef fectiveness. 
 
In the future, we expect to see increased opportunities for 
FDA acceptance of RWE. Flatiron believes that our de-identi-
fied real-world datasets and analytical methods need to be 
fit for use, to support the specific regulatory decision. Given 
that each clinical context and use case has dif ferent con-
siderations, Flatiron’s involvement and support may range 
from providing RWD to generating fit-for-purpose RWE. As 
the FDA continues their work to finalize the RWE framework, 
our models will continue to evolve in line with best practices 
and regulatory guidance.
 
Dreyer, IQVIA: Once there is clarity about the evidentiary 
requirements for the FDA and other regulatory bodies, drug 
companies and medical product developers will feel more 
confident about using real-world evidence to supplement 
their regulatory applications for new indications and label 
expansions. 
 
It’s not just the FDA that is developing a framework for using 
real-world evidence. IQVIA is also helping regulators in Eu-
rope, Japan and China develop guidance documents. All these 
regulators are calling for health stakeholders to share their 
experiences using real-world evidence, including pilot proj-
ects that will inform the development of formal guidelines. 
We are contributing extensively to these ef forts.
 
Kushi, Kaiser: I think that we can probably contribute to the 
evidence that would be generated. Kaiser has currently iden-

https://clincancerres.aacrjournals.org/content/25/16/4993.full-text.pdf
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opportunity for all of us to think about being able to release 
those types of data and respecting confidentiality.
 
Hirsch, Syapse: Precision medicine presents a substantial 
challenge to the current clinical development model: as pa-
tients are categorized into smaller and smaller cohorts based 
on molecular and clinical criteria, it will become dif ficult to 
perform RCTs for every drug-molecular-clinical indication due 
to lack of patient availability and high costs. 
 
As the regulatory use of RWE matures, including determin-
ing the suitability of particular data sets and endpoints, we 
believe Syapse can have a large impact in working with both 
the FDA and life sciences companies to use RWE to assist in 
the evaluation of safety and ef ficacy of therapies.
 
Palmer, Tempus: As we have numerous projects in flight in 
this regard, and as we work closely with the FDA and ASCO as 
it relates to this topic, we are unable to comment at this time. 
 

 

MO: With the recent emphasis on da-
ta-sharing, these pilot projects are a great 
example of companies coming together 
and working together. What happens af ter 
(or when) FDA issues a final guidance for 
RWendpoints? Is ongoing collaboration be-
tween data competitors necessary, going 
forward? Is that possible, since there may 
be conflicting interests? 

Rassen, Aetion: There may be conflicting interests here or 
there, but the challenge of this conflict is dwarfed by the op-
portunity that can be created through collaboration, and I 
think most stakeholders see that. 
 
The reality is that for many oncology questions, a single data-
set won’t capture either the quantity of patient experience 
needed to create suf ficient regulatory evidence, nor will a 
single dataset capture the range of patient experience—dif-

of data in a structured format is key. And when these gaps 
in data availability are solved, then any future guidance on 
generating real-world evidence from the FDA would be easier 
to follow, if we were to contribute to such ef forts.
 
Alwardt, McKesson: I think we are uniquely positioned be-
cause McKesson also supports US Oncology Research, which 
is a site management organization for trials conducted within 
The US Oncology Network.
 
When I start thinking about the commercialization pathway 
for new drugs, it’s important to be planful about how we use 
real-world evidence at the beginning of the trial. We need 
to connect with synthetic or historical controls on the front 
end of a trial rather than in trial rescue. We also partner with 
physicians in The Network who are conducting the trials as 
well as our site management teams. When we are planful 
and aligned across the company, then my team can really be 
innovative and see impactful results.
 
I think that it’s ended up being a really powerful combina-
tion of forces across McKesson to accelerate approvals and 
accelerate the innovation. We’re doing it for a reason and that 
by putting McKesson’s pieces together, we have a good for-
ward-looking plan to be able to achieve these goals.
 
I believe that the industry is doing so many things either in 
theories or thinking about it af ter, and I think that once there’s 
a comfort level with the FDA and with biopharma—because 
it’s going to have to be both of them—there will be a culture 
shif t on all sides. But putting those pieces together upfront 
and being very planful, I think that that’s going to be the 
most important.
 
We’ve seen there was a Genentech approval very recently 
that—I know the comments that came out saying that “We’re 
approving it based on a single control, but we’re going to ig-
nore the real-world data that you put to it”—and so there 
was some good learning there and some of it was, it’s really 
important to let the FDA know what you’re doing, and if you’re 
going to use real-world data, make sure you tell them. So, I 
think that we’re kind of finding our way through some of this.
 
I was actually at a session that Aetion put out recently, and 
the former commissioner, Dr. [Scott] Gottlieb, spoke there. I 
asked him, “Normally, we always hear about approvals. We 
don’t really hear about what wasn’t approved. Is there a way 
that we can think about learning faster from the stuf f that 
isn’t approved?”
 
The sooner we can learn from what doesn’t work, the faster 
we will understand what does, and so, I think that there’s an 



 37ISSUE 44  |  VOL 45  |  NOVEMBER 22, 2019  |

work together to enhance the value of real-world data, and 
to provide guidance and insight on how real-world data can 
best be used to generate real-world evidence.
 

Norden, COTA: 
The companies in-
cluded in the pilot 
study and those 
that participated 
in the analysis por-
tion are of ten con-
sidered to be com-
petitors. However, 
through this col-
laboration, it be-
came clear that we 
share similar chal-
lenges and there 
is a willingness to 
share expertise to 
expand the under-
standing and ac-
ceptance of RWD. 

There was consen-
sus that we have a 
collective respon-
sibility to advance 
the use of RWE to 
improve patient 

outcomes. Participants have used the phrase “frenemies” to 
describe the companies involved in this research, noting the 
importance of putting “normal” business practices aside to 
advance cancer care for the benefit of patients. 
 
Mahoney, Flatiron: We recognize the value that research and 
perspectives across the scientific community can provide to 
inform regulatory guidance. We believe that continued col-
laboration between real-world data organizations will help 
advance discussions and drive consensus to support the de-
velopment and use of real-world endpoints. 
 
In addition to the important work of the Friends pilot project, 
Flatiron and many others are contributing to Duke Margolis 
Center for Health Policy work that aims to establish frame-
works and principles for development of real-world end-
points. We hope that this work will also identify pathways 
for validation of these endpoints. 
 
Given this is a new and emerging area for the scientific com-
munity, including industry and the FDA, we are supportive of 
collaborations across the RWE providers and believe they will 
be critical to the acceptance and use of real-world endpoints. 
 

ferent populations, dif ferent subgroups, dif ferent treatment 
settings—needed. 

As such, many questions simply demand collaboration among 
multiple data providers, or if not explicit collaboration, at least 
peaceful coexistence within a study. We at Aetion work both 
with study sponsors and data holders to bring the full power 
and nuance of these data to bear in answering a question, and 
then we work to present the analysis in such a way that reg-
ulators can understand all of the steps that led to the result. 
This is the foundation for regulatory-grade evidence, and for 
instilling the requisite confidence in the evidence among all 
stakeholders.
 
This is done frequently today in other questions, such as drug 
safety, for which we combine analyses run in various data-
sets to get a bigger, more complete picture of the safety of 
a medication. 
 
Miller, CancerLinQ: At the Friends 2.0 presentation, the di-
verse organizations came together for the common goal, 
even those that of ten compete in the same markets now. Dr. 
Wendy Rubinstein, who at the time was CancerLinQ deputy 
medical director, said “It’s remarkable how 10 “frenemy” or-
ganizations, that are typically competing, came together to 
create common definitions to help advance the field.” 
 
There will be a need for more, not less collaboration, as the 
field matures. The FDA framework may define regulatory 
endpoints for RWD, but there are still a lot of unanswered 
questions. There will continue to be conflicting interests, but 
based on this experience, I believe there is an opportunity to 
work together and collaboratively explore unanswered ques-
tions about real-world data quality, new endpoints, compari-
son with trials, and a host of other methodologic issues. ASCO 
is highly interested in continuing to be involved in this type 
of exploration.
 
Walker, Concerto: There will continue to be conflicting in-
terests on the margin, but most of the industry is focused on 
doing what is right for the patient. 
 
Because many cancers are now being defined by narrow bio-
marker characteristics, they are in ef fect becoming more rare 
diseases. This means that assembling relevant datasets for 
these subpopulations is harder. Consequently, you will see 
more study-by-study collaborations across data sources. This 
is a present and growing mutual regard for the important 
societal benefit that can result when academic and industry 
leaders collaborate to solve dif ficult problems. 
 
Concerto HealthAI has often worked with sometime-compet-
itors, and we expect the Friends collaborators to continue to 

Dr. Wendy Rubinstein, 
who at the time was 
CancerLinQ deputy 
medical director, 
said ‘It’s remarkable 
how 10 ‘frenemy’ 
organizations, that are 
typically competing, 
came together to create 
common definitions to 
help advance the field.
– Robert Miller, CancerLinQ

https://www.focr.org/events/8th-annual-blueprint-breakthrough-forum
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of interest based on the strengths and appropriateness of the 
data that they have to address those questions.
 
Alwardt, McKesson: That’s a really good question. We’re 
watching data strategy evolve, and I think that there will 

be opportunity, in 
the same way that 
competitors have 
come together 
in the past, and 
in a model that’s 
worked and still 
maintain compet-
itive value.
 
I’m lucky in that 
I’m nested in a 
Fortune 500 com-
pany. There are 
smaller VC com-
panies that are 
driving a tremen-
dous amount of 
valuation because 
of the value that 
is being placed 
in the data that 
they’re collecting. 
So, it’s going to be 

a tough thing to get through. And of course, the easiest thing 
is if all data are free and freely available, and we all move 
forward. That is the most unlikely to happen.
 
But I think where especially the FDA has been successful in 
the past with this is the Sentinel Initiative. And in that case, 
it was technically competitors from across a number of pay-
er organizations providing their data directly to the FDA in a 
distributed data model. And I think that allowed everyone to 
be able to maintain a level of control with their data, but also 
provide data to the greater good.
 
When things are framed for the greater good and for public 
health, that’s when we can find common ground. It’s going to 
be hard, and it’ll definitely be kind of a slog to get there. But 
when I think about models like Sentinel, it absolutely brought 
together competitors in the space. In my previous role, I was 
the data contributor to the then-mini Sentinel, and I sat next 
to people against whom I would actively compete for proj-
ects. We were able to find common ground.
 
So, I don’t think we’re there yet with this, but I do believe 
that there is an opportunity for us to find a way forward and 

Dreyer, IQVIA: It is certain that there will be an increasing 
demand for data holders to work together. This is a fact of the 
era of big data. The most successful companies will be those 
that figure out how to forge successful collaborations with 
mutual benefits and a satisfied workforce. There is plenty of 
work to go around, but it will be dif ficult to stay small and 
unaf filiated.
 
Kushi, Kaiser: That’s a really interesting question. I think 
someone at the last meeting in September had mentioned 
that we’re all “frenemies.” From that perspective, on one lev-
el, it is pretty remarkable that we’ve been able to talk and 
work together.
 
In our case, we basically started from an NCI-funded grant, 
the Cancer Research Network. But Kaiser Permanente is also 
largely a not-for-profit health care provider, but then you’ve 
got these startups that have all this VC money, and oncology 
practice groups that have access to their data, such as COTA, 
who are realizing that there’s something that they could do 
with it, and trying to figure out how to market it or use it to 
improve cancer care. 
 
Then, there are groups that have basically come out of profes-
sional societies, such as ASCO’s CancerLinQ, and they’re also 
trying to somehow make data available from oncology care. 
There are other examples like that, which have somewhat dif-
ferent orientations, like AACR and their GENIE project, and 
the ORIEN network across cancer centers.
 
So, yes, you’re absolutely right that there are these competing 
organizational interests, but I think that at least one central 
element of all of these dif ferent groups is that they are in-
terested in trying to do what’s best for everybody, for people 
with cancer. I think that’s partly why this works.
 
And I think it also partly helps that it’s Friends with Cancer Re-
search who is the convener, coordinator of all this, rather than 
one of us. It’s not that we don’t trust each other. In fact, I think 
that there’s a high degree of trust amongst all the groups that 
have been involved in these discussions. I think that we are 
each somewhat more colored by our particular perspectives 
and familiarity with our own data, which I think we all get 
to express those in an equal or an open way, a reasonably 
transparent way, than if, say, Flatiron or Kaiser Permanente 
were the convener and guiding the discussions. 
 
Ultimately, if guidance from the FDA is generated, I think that 
what may result in terms of analyses may be collaborative—
the FDA Sentinel project is a good example of that, in which 
data from multiple health insurers are made accessible. Or, 
it may be individual groups responding to specific questions 

There aren’t too many 
other groups other 
than Friends that I 
think can pull this off 
in a neutral, friendly 
environment. And so, 
they took on a tough 
job in organizing all 
of us, but they’ve done 
an amazing job.
– Sarah Alwardt, McKesson
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Walker, Concerto: Follow-up work is underway to address 
various secondary questions of interest from the Pilot 2.0 en-
gagement, and publications are in planning. Additional work 
is being planned to continue to advance our understanding 
of ef fectiveness endpoints drawn from real-world data, and 
how and under what conditions these can meaningfully be 
used to support regulatory decisions regarding safety and 
ef fectiveness.

Norden, COTA: The group is working on several manuscripts 
and congress presentations to more fully disclose the com-
plete learnings from the current NSCLC project. There are also 
discussions advancing around doing more in-depth analyses 
to understand some of the dif ferences identified during the 
project between data partners. Finally, there have been dis-
cussions regarding future collaborative work to continue to 
advance the use of RWD for both regulatory and non-regu-
latory uses to improve the care of oncology patients and to 
increase the speed of innovation in the market. 
 
Mahoney, Flatiron: Flatiron plans to continue working to-
wards the original objectives of the project. Collectively, we 
plan to further align as a group on definitions for important 
variables. Given that the results presented in September were 
preliminary, we also intend to apply methods that will allow 
us to evaluate the performance of real-world endpoints de-
scribed in the objectives of the pilot project.
 
Kushi, Kaiser: We did an initial, reasonably well-done, look 
at these relationships of immunotherapies with survival, and 
comparison with doublet chemotherapy, etc. The immediate 
next step is to understand more about what we actually see 
in front of us. So, what are the sources of variation in the find-
ings, to the extent that they exist, and are those things that 
we can reasonably easily identify, like population dif ferences? 
One of the groups had a relatively younger population than 
most of the others, for example.
 
There might be some dif ferences there, by age, race, ethnic-
ity, and whether that’s important for driving dif ferences in 
observations, we don’t know at this point. So, just trying to 
understand what we’ve observed better and why there may 
be dif ferences amongst dif ferent groups. I think that’s one 
thing. Part of it might also be missing data, or perhaps dif-
fering definitions of specific variables despite our upfront 
discussions in this area. 
 
Another step is that clinical trials’ comparison, which prob-
ably only a subset of groups may be able to participate in, 
but in any case, I think that’s an important part because of 
what we’re trying to do—to determine if real-world evidence 
aligns with or provides dif ferent information from clinical tri-
als evidence.
 

common ground with the data that both protects the indi-
vidual value and the perception of value for the individual 
companies, but still be able to provide really good workable 
datasets for regulators and to be able to continue to make 
good decisions for us.
 
Hirsch, Syapse: We believe it is important to work collabora-
tively, both with the FDA directly and as part of consortium 
ef forts such as Friends, to inform the development of stan-
dards for RWendpoints. Syapse, alongside other RWE orga-
nizations, is well suited to do so given our daily work in the 
trenches of real-world data. It is in the interest of all RWE 
organizations and the stakeholders we serve for us to come 
together to advance this work.
 
Palmer, Tempus: Data from this pilot project intends to help 
inform a framework containing key data elements, RWEnd-
point definitions, and algorithms. When the FDA issues the 
final guidance for RWEndpoints, collaborations between 
data organizations or pooling data (rather than analyses) 
from them become more achievable. We will still need to 
investigate the fit-for-purpose of each contributing data or-
ganization or dataset, as well as address the unknown level 
of overlap between them.
 

 

MO: What are the next steps at present?

Rassen, Aetion: We look forward to a continued collaboration 
with multiple stakeholders, led by Friends.
 
Miller, CancerLinQ: We are currently working on providing 
a more detailed report of the current Friends project for 
submission as abstracts to meetings and for one or more 
manuscripts.
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ences. And there’s going to be some good discussion on, do 
we try and match the trial, and is that really what we’re try-
ing to prove?
 
Maybe 5.0 and 6.0 are, “Okay, so we’ve proven that we can 
match, we can measure, and we can meet all of these trial 
endpoints. Should we be thinking about what endpoints ac-
tually matter to the patients?” 

And I think that that’s a piece that Friends will be really good 
at helping us bring forward and, with an understanding of 
all the stuf f that we measure and all of the analyses that 
we perform, are we doing things that actually matter to the 
patients who are being treated? And I think that will end up 
being some really interesting conversation.
 
Hirsch, Syapse: The organizations are actively working with 
Friends on additional analyses and publications to advance 
the goals of Pilot 2.0. 

 

MO: Did we miss anything?

Rassen, Aetion: Also, of note, in the advancement of RWE for 
regulatory decision-making, we recently announced a part-
nership with McKesson which will combine the Aetion Evi-
dence Platform with data from McKesson’s iKnowMedSM on-
cology EHR system to power regulatory-grade RWE studies. 
 
The solutions will first be made available to researchers at 
Brigham and Women’s Hospital who are leading the FDA 
demonstration project, RCT DUPLICATE, to replicate oncology 
randomized controlled trials with real-world data.
 
Walker, Concerto: A wonderful set of questions.
 
Alwardt, McKesson: This is good stuf f. There aren’t too many 
other groups other than Friends that I think can pull this of f in 
a neutral, friendly environment. And so, they took on a tough 
job in organizing all of us, but they’ve done an amazing job. 
So, it’s been good to work with them. It’ll be good to continue 
to work with them.
 
Hirsch, Syapse: Friends did an amazing job in bringing all of 
us together and pushing this ef fort to a set of achievable mile-
stones. Their contributions to this field are immense.

What would be ideal, but of course we didn’t know if this will 
happen, is if we can identify approximately the same popula-
tion of people who would have been in a clinical trial, had they 
been recruited to do so, i.e., meet most key eligibility criteria. 
Hopefully, the results in that group would look pretty similar 
to what the clinical trials observed. And then, the rest of the 
population, results might be dif ferent, because they’re older, 
because they have comorbid conditions, but that would be 
something which we’re hoping to do.
 
And then, another step is basically laying out the procedures 
for how we went through all of this and documenting that 
in a way that other groups could potentially use it as a blue-
print—perhaps not exactly a blueprint, but as points to think 
about as you’re taking real-world data to generate real-world 
evidence for a focused question.
 
Alwardt, McKesson: We met recently to talk about Pilot 3.0. 
We are starting to dig into additional analyses that are hap-
pening. So, I think that we’ve declared our continued interest, 
and we will continue to be involved with the organization and 
the work that Friends is doing moving forward.
 
I’m convinced that this is a valuable platform where the “fren-
emies” can come together and can work towards this. So, 
we’re excited to be part of that. I think that we’re still trying 
to tie up pieces that didn’t exactly get completely wrapped up 
with 2.0, before we start thinking about what really is going 
to be the protocol or the objective of 3.0, but we’re looking 
forward to them.
 
I think it’s going to be a deeper view into how we conducted 
the analysis. Pilot 1.0 was, “Can we even see data?” Not, can 
we do anything with it, or can we design anything? So, they 
proved that. Then, fast forward to 2.0, it’s “Well, we can start 
to define terms, and we can start to come up with common 
definitions that are suitable across multiple datasets that we 
can start thinking about.”
 
For 3.0, I think there’s the, “Then how are we conducting these 
analyses so that they are similar? Are we doing that the same 
way? Can we start providing transparency to all of the statis-
tical techniques or the censoring techniques, etc. that we’ve 
used to help find the population?”
 
For 4.0, I think it’s, “How did this do compared to what we 
were expecting, and how did this perform compared to what 
the results were?” And some of that’s going to be interest-
ing discussion, because just of f the bat with the real-world 
treatment in lung cancer, patients are about 15 years older 
than they were in the trial. There are some really big dif fer-
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“I will use science and data to guide 
the decision if I’m fortunate to be 

confirmed, and I won’t back away from 
that,” Hahn, chief medical executive 
at MD Anderson and professor in the 
Department of Radiation Oncology, 
said at the Nov. 20 Senate Committee 
on Health Education Labor and Pen-
sions hearing. 

The question of the ban has become 
something of a slippery slope in today’s 
Washington. In September, Trump said 
the administration was working with 
FDA to ban vaping flavors, which stud-
ies show appeal to youths and can lead 
to nicotine addiction. The plan was to 
enact a ban within a month. 

However, earlier this week, the presi-
dent said he no longer supports regu-
lation of e-cigarette flavors. Protesters, 

criticism, the potential to negatively af-
fect the economy and lose voters in bat-
tleground states resulted in the abrupt 
change of course, The Washington Post 
reported earlier this week. 

In his Senate confirmation hearing, 
Hahn acknowledged that the rise in 
e-cigarette use among youths “is an 
important, urgent crisis in this country,” 
but made no specific pledges as Demo-
cratic and Republican Senate members 
pressed him on whether he would resist 
pressure from the administration and 
lobbying groups. 

“I understand that the compliance poli-
cy is under consideration by the admin-
istration, and I look forward to their 
decision,” Hahn said. “I am not privy 
to those decision-making processes, 
but I very much agree and support that 

aggressive action needs to be taken to 
protect our children.” 

At the hearing, Hahn stressed that as 
a specialist in the treatment of lung 
cancer he is familiar with the damage 
tobacco causes. 

“I have seen the ravages of tobacco-re-
lated cancers. It’s all too real to me. I’ve 
had youngsters who were very close to 
me who use e-cigarette products,” Hahn 
said at the hearing. “I’m aware of the 
Youth Tobacco survey data. I think this is 
an important, urgent crisis in this coun-
try. I do not want to see another gener-
ation of Americans addicted to tobacco 
and nicotine. And I believe that we need 
to take aggressive action to stop.”

Committee Chair Lamar Alexander 
(R-TN) said the 23-member commit-

Hahn pledges to be guided by 
“science and data” in considering 
vape flavor ban if confirmed at FDA
By Alex Carolan

Questions on flavored vaping products dominated the Nov. 
20 Senate confirmation hearing for Stephen M. Hahn, the 
administration’s pick for the job of FDA commissioner. 

https://www.washingtonpost.com/national/health-science/trump-pulls-back-from-flavored-vaping-ban/2019/11/17/30853ece-07ae-11ea-924a-28d87132c7ec_story.html
https://www.fda.gov/tobacco-products/youth-and-tobacco/youth-tobacco-use-results-national-youth-tobacco-survey
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self,” Romney said. “This issue of vaping, 
as it relates to this question is whether 
you will put science and public health 
ahead of politics and political contri-
butions—and they don’t come to you 
directly, but they come to people who 
will be telling you what to do.”

“The decisions that we make needs to 
be guided by science and data and con-
gruent with the law,” Hahn responded. 

The political lobbying Romney warned 
about are the same special interests 
Sen. Maggie Hassan (D-NH) said this 
administration has “caved to.” Hassan 
urged Hahn to be transparent about fu-
ture interactions with e-cigarette man-
ufacturers in the FDA role. 

HASSAN: “If you are confirmed, 
you’re going to be overseeing the FDA 
pre-market tobacco application process 
for e-cigarettes. A whole lot of people 
are counting on the FDA to put public 
health first.”

HAHN: “I’m not at the FDA, I don’t 
know the rules and regulations around 
disclosure. But I will look into that, un-
derstand what the rules are, and fol-
low the law.” 

At the hearing, Republican members 
stated repeatedly that Hahn’s back-
ground makes him a qualified candi-
date, while some Democrats noted that 
he lacks government experience, and—
as the hearing progressed—expressed 
frustration about what they described 
as Hahn’s unwillingness to commit to a 
policy on e-cigarettes.

In his opening statement, Alexander 
praised Hahn’s background in oncolo-
gy and his experience as an executive at 
MD Anderson. 

“Those experiences as well as your ex-
perience with the National Institutes 
of Health and Public Health Service 
Commissioned Corps have you made 
you well prepared and a strong choice 
to lead the FDA,” Alexander said. 

Senate members from both sides of the 
aisle addressed the threat of political 
pressure on the agency. Ranking Mem-
ber Patty Murray (D-WA) challenged 
Hahn to commit to decision-making 
based on science and not ideology, 
specifically regarding pressure from the 
Trump administration.

“I will be looking at his commitment 
to putting science and data ahead of 
ideology,” Murray said in her opening 
statement. “This is fundamental to the 
FDA’s work, and when it doesn’t happen, 
people are put in harm’s way. People are 
unable to get care they need.” 

Hahn said he has not spoken with 
Trump about the president’s decision 
to halt regulation on vaping flavors. 
“Science, data and the law will guide de-
cisions that I would make,” he pledged. 
“I have not had a conversation with the 
president.” 

In the past, Juul—now synonymous 
with the vaping epidemic—has spent 
millions on lobbying for friendly e-cig-
arette regulation. In the first half of 
2019, the company spent nearly $2 mil-
lion on lobbying in Washington, Politi-
co reported. 

The company, in which tobacco giant 
Altria has a 35% stake (The Cancer Let-
ter, Sept. 27), has poached government 
officials.  Vice President Mike Pence’s di-
rector of media affairs, Rebeccah Propp, 
now serves as the company’s commu-
nications director, and a former White 
House aide, Johnny DeStefano, is now 
a Juul consultant, according to Politico. 

At Hahn’s confirmation hearing, Sen. 
Mitt Romney (R-UT) said he worries 
about political pressure and lobbying 
groups exerting inf luence on deci-
sion-making at FDA. 

“The stress that can come from politics 
or people who are driven by politics, or 
political donations, is wholly dif ferent 
than everything you’ve ever experi-
enced in life, and I can attest to that my-

tee agrees on the need to take action 
against e-cigarettes based on two 
points: the upwards of 2,000 patients 
who have lung disease as a result of 
e-cigarettes recently found to be con-
taminated with vitamin e-acetate, and 
the influx of use in youths to the point 
where one in four high school students 
use e-cigarettes. 

“That’s one area where there should 
be no hesitancy about the adminis-
tration moving ahead rapidly to deal 
with,” Alexander said. “There’s certain-
ly nobody on this committee, Repub-
lican or Democrat, who doesn’t want 
to see that problem related to e-ciga-
rettes resolved.”  

Sen. Tina Smith (D-MN) asked Hahn 
whether he could commit to finalizing 
an e-cigarette flavor ban without bow-
ing to the administration. 

“I am aware of compliance policy that 
is being considered,” Hahn said. “And I 
just can’t pre-judge that decision at this 
point. I’m not involved in that decision, 
I don’t have the data.” 

Data from the 2019 National Youth To-
bacco Survey show more than five mil-
lion youths have reported using vaping 
products in the past 30 days, and nearly 
one million reported daily use. Of the 
respondents, 31% said availability of 
“flavors such as mint, candy, fruit, or 
chocolate” influenced their decisions 
to use the devices. 

“I’m always hesitant to opine on the law 
and regulation without having all of the 
facts,” Hahn said when asked whether he 
believes he has the authority to advance 
or finalize the ban on e-cigarette flavors. 

“I would hope that there would be some 
sense of urgency by the FDA under your 
leadership to use the authority that you 
already have to deal with the epidemic 
that we have seen with young people 
using e-cigarettes and of the lung dis-
eases that are occurring that are related 
to e-cigarettes,” Alexander said. 

https://www.politico.com/story/2019/09/11/juul-vaping-lobbying-washington-1491029
https://www.politico.com/story/2019/09/11/juul-vaping-lobbying-washington-1491029
https://cancerletter.com/articles/20190927_2/
https://www.fda.gov/tobacco-products/youth-and-tobacco/youth-tobacco-use-results-national-youth-tobacco-survey#1
https://www.fda.gov/tobacco-products/youth-and-tobacco/youth-tobacco-use-results-national-youth-tobacco-survey#1
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Fif ty-six health groups signed a consen-
sus statement Nov. 18 supporting the 
proposal to remove non-tobacco-fla-
vored e-cigarettes, including mint and 
menthol flavors, from the marketplace 
both in retail stores and online. 

“The issue takes on increased urgency 
because there have been numerous 
reports about the White House’s de-
liberations on this issue that indicate 
that the White House may not go for-
ward with the original decision,” the 
statement read. 

Other groups have thrown their support 
behind Hahn, including Friends of Can-
cer Research, American Society of Clin-
ical Oncology and American Society for 
Radiation Oncology. Five former FDA 
commissioners, among them Scott Got-
tlieb, who resigned in April, also publicly 
expressed their support. 

“Dr. Hahn showed today he has a strong 
focus on advancing innovation, improv-
ing public health, and doing what is right 
by patients. We hope the Senate moves 
quickly on his confirmation,” Ellen Sigal, 
chair and founder of Friends of Cancer 
Research, said in a statement Nov. 20.

At the hearing, a handful of protest-
ers wearing orange t-shirts with the 
hashtag #DitchJuul observed the hear-
ing from the audience. Sen. Smith asked 
Hahn whether there are any data that 
encourage f lavored e-cigarette use 
among youths. 

SMITH: “Can you imagine evidence on 
the other side, that these candy-fla-
vored e-cigarettes don’t contribute to 
youth addiction to nicotine?” 

HAHN: “I am not aware of any evidence 
on the other side.” 

SMITH: “Nor am I.” 

The committee is expected to vote on 
Hahn’s nomination Dec. 3. 

“The question is how we go about doing 
[banning non-tobacco flavored e-ciga-
rettes]—it’s not a question of if we go 
about doing it.”

The American Cancer Society earlier 
this week updated its position on vap-
ing, saying that e-cigarettes shouldn’t 
be used to quit smoking. FDA has not 
approved any e-cigarette product as a 
safe and ef fective cessation product. 

“Recent spikes in the use of e-cigarettes, 
particularly among youth, and related 
deaths combined with the lack of reg-
ulation by the Food and Drug Adminis-
tration, make it clear that more must be 
done to regulate the product,” ACS Chief 
Executive Of ficer, Gary Reedy, wrote in 
an email to the society’s “honorary life 
members, area board members, and 
other enterprise leadership volunteers.”
 
Reedy’s statement reads: 

Murray, on the other hand, said Hahn 
lacks government experience. 

“Dr. Hahn has almost no government 
experience, almost no public record on 
the policy issues related to the FDA, and 
no experience leading an organization 
anywhere near as complex as the FDA,” 
Murray said in her opening statement. 

Sen. Doug Jones (D-AL), while noting 
that he was impressed with Hahn’s 
credentials, expressed frustration with 
Hahn’s failure to commit on vaping poli-
cy, likening the hearing to an exercise in 
“dodge and bob.” Jones challenged Hahn 
to review his answers and give a person-
al opinion on whether the administra-
tion is right or wrong on vaping policy, 
and whether flavors should be banned. 

“I was less than happy with many of 
the answers you gave to members of 
this committee with regard to vaping 
and those things,” Jones said. “I just 
don’t think that was you. I think it was 
prepped from handlers that kept going 
back to science and data.

I think this is an 
important, urgent 
crisis in this country. 
I do not want to see 
another generation of 
Americans addicted to 
tobacco and nicotine. 
And I believe that we 
need to take aggressive 
action to stop,

– Stephen Hahn                                           

 • No youth or young adult 
should begin using any tobacco 
product, including e-cigarettes. 
ACS encourages young people 
currently using these products 
to ask for help in quitting and to 
quit as soon as possible.

 • The ACS also believes e-ciga-
rettes should not be used to 
quit smoking. No e-cigarette 
has been approved as a safe and 
ef fective cessation product by 
the FDA. All tobacco products, 
including e-cigarettes, pose a 
risk to the health of the user.

 • Additionally, current e-cig-
arette users should not also 
smoke cigarettes or switch to 
smoking cigarettes, and former 
smokers now using e-cigarettes 
should not revert to smoking. 
Beginning smoking or vaping 
or switching from e-cigarettes 
to smoking exposes the user 
to potentially devastating 
health ef fects.

https://www.cancer.org/healthy/stay-away-from-tobacco/e-cigarette-position-statement.html
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Earlier this year, as The Cancer Let-
ter was writing a series of stories 

focused on robotically assisted mas-
tectomies, Monmouth didn’t respond 
substantively to the reporters’ ques-
tions, and—the lawsuit now states—
Chagares was expressly directed not to 
answer questions as the hospital went 
“radio silent” with respect to The Cancer 
Letter, the complaint filed at the Superi-
or Court of New Jersey states.

“At all times relevant hereto, plaintif f 
was specifically instructed by MMC 
administration not to speak with any 
media regarding RNSM, including the 
publisher of The Cancer Letter, thereby 
depriving him of the ability to defend 

himself,” the complaint states. The di-
rective also precluded Chagares from 
answering basic factual questions, 
such as whether his study was being 
conducted with IRB clearance. 

Monmouth, a hospital with over 500 
beds, is a teaching af filiate of the Rut-
gers Robert Wood Johnson Medical 
School and a member of the RWJBarn-
abas Health system.

While Chagares remained silent, anoth-
er individual who was privy to relevant 
information on the controversy trig-
gered by robotic mastectomies, speak-
ing on background, told The Cancer Let-
ter that Chagares had performed the 

procedures of f-protocol and without 
IRB approval (The Cancer Letter, April 5).

Subsequent to publication of the story, 
Chagares informed The Cancer Letter 
that the claim that he was perform-
ing a study without IRB approval was 
untrue. The Cancer Letter immediately 
published a correction and started an 
investigation to examine the manner 
in which this large community hospital 
managed research risks—and the reli-
ability and appropriateness of guidance 
it had provided Chagares.

Of course, it’s not nice to mislead and 
stonewall journalists, but in our view, 
the events at Monmouth presented an 

Robotic mastectomy surgeon sues 
Monmouth, alleging defamation, 
antitrust violations
By Paul Goldberg

Stephen A. Chagares, a New Jersey general surgeon who 
recently set of f a national debate by using a robotic surgical 
device to perform mastectomies, has filed a lawsuit claiming 
defamation and violation of federal and state antitrust laws 
on the part of Monmouth Medical Center. 

https://cancerletter.com/articles/20190405_1/
https://cancerletter.com/articles/20190407/
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opportunity to pull back the curtain on 
the proliferation of minimally invasive 
technology, such as robotically-assisted 
mastectomies. Robots can be impres-
sive, but using them to perform can-
cer-related surgery without evidence 
on long-term safety and efficacy is 
risky business, and events that played 
out at Monmouth could have played 
out elsewhere.

The Cancer Letter’s investigation turned up 
internal documents that, step-by-step, 
demonstrated that the hospital’s IRB had:

 • Given Chagares misguided direc-
tions on what is required to conduct 
a cancer-related study,

 • Failed to obtain an Investigational 
Device Exemption from FDA in 
order to conduct the study, and

 • Approved a surgical outcomes study 
that wasn’t designed to provide 
answers on the safety and ef ficacy 
of robotic mastectomy.

As approved by the Monmouth IRB and 
initiated by Chagares, the study mea-
sured patient satisfaction, stating to 
participants incorrectly that the ques-
tion of safety and ef ficacy had been 
answered in prior studies. 

An FDA advisory, published following 
questions from The Cancer Letter earlier 
this year, urges investigators to conduct 
long-term studies using clinical end-
points that are more informative than 
patient satisfaction.

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

Device manufacturers looking to mar-
ket surgical tools for use in the preven-
tion or treatment of cancer may now be 

required to study long-term oncologic 
endpoints in surgical trials, according to 
FDA’s advisory.

The short-lived single-arm study, ap-
proved by the Monmouth IRB and ini-
tiated with Chagares as the PI, was far 
from meeting this bar.

In the process of reporting the Mon-
mouth story, The Cancer Letter ap-
proached all parties, at one point 
sending 64 questions to the hospital. 
Pursuant to what the complaint now 
describes as the policy of radio silence, 
The Cancer Letter received no answers 
from Monmouth. 

The institution didn’t acknowledge hav-
ing received multiple requests for com-
ment for this story. 

According to Chagares’s just-filed com-
plaint, the surgeon was urged not to 
answer questions from The Cancer Let-
ter, which a hospital official described as 
“not well read.” Chagares was also told 
to stop follow-up on the two patients 
who had received robotic mastectomies 
while on his IRB-approved study—a 
woman with breast cancer, and a man 
with abnormal growth of breast tissue.

This directive from Monmouth’s ad-
ministration violates the fundamental 
ethical precepts of the conduct of clin-
ical trials, ethicists say (The Cancer Let-
ter, May 31).

FDA: IDE was required; 
patients must be followed
The Cancer Letter has learned that its 
earlier coverage of the Monmouth im-
broglio attracted attention from FDA. 

An agency official has stated in an email 
to Chagares that Monmouth was, in-
deed, required to obtain an IDE for the 
study, and urged the surgeon to contin-
ue to monitor the patients he treated in 
the course of the study.

FDA of ficials said no formal investiga-
tion has been conducted. 

The Cancer Letter has obtained an email 
from the FDA of ficial who investigated 
the surgical study. In the email dated 
June 26, Adam Donat, the agency of fi-
cial, writes to Chagares:

Thank you for taking time to talk 
with me today. I appreciate you 
providing the protocol and IRB 
package for the closed study titled 
“An Observational Study Evaluating 
Patients’ Satisfaction Af ter Robot-
ic Nipple-Sparing Mastectomy.” As 
discussed, FDA’s review of this doc-
umentation found that the Da Vinci 
Surgical System is not approved for 
this use, and this constitutes a new 
intended use for a significant risk 
device (21 CFR 812.3(m)). Therefore, 
such a study would require an IDE 
application to FDA.

I understand that you had already 
closed the study and are continu-
ing to follow up with the subjects, 
which is what FDA would request 
in this situation. In addition, we 
recommend working with your IRB 
to identify whether the informed 
consent document contained any 
incorrect language that subjects 
would need to be notified of.

If you plan to conduct a similar study 
in the future, you may contact the 
Division of Industry and Consumer 
Education (DICE) by telephone at 
(800) 638-2041, or by email at dice@
fda.hhs.gov for questions related 
to IDE requirements. Also, please 
do not hesitate to reach back out to 
me directly using the contact info 
in my signature block if I can help 
in any way.

Sincerely,
Adam Donat
Deputy Director, Division of Clini-
cal Evidence and Analysis 1

https://www.fda.gov/medical-devices/safety-communications/caution-when-using-robotically-assisted-surgical-devices-womens-health-including-mastectomy-and
https://cancerletter.com/articles/20190531_1/
mailto:dice@fda.hhs.gov
mailto:dice@fda.hhs.gov
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Patients who enrolled in the Monmouth 
study were told—incorrectly—that the 
robotic procedure had been found “suc-
cessful” in breast cancer:

“You are being asked to participate in 
this observational study because you 
are planning to undergo a robotic nip-
ple-sparing mastectomy (RNSM) either 
for preventative or therapeutic purpos-
es. This procedure has been tested and 
found successful for the treatment or 
prevention of breast cancer. You will 
not be asked to participate in any ex-
perimental procedures.”

The Monmouth protocol was built on 
the foundation of a European random-
ized trial, with the control arm edited 
out. However, the person or persons 
who edited out the control arm appar-
ently neglected to change one of the 
protocol’s primary hypotheses: that the 
use of a robotic device to perform a nip-
ple-sparing mastectomy does not wors-
en the oncologic outcome of patients 
with breast cancer or BRCA mutation.

After being dismantled and reconstituted, 
the Monmouth protocol simply doesn’t 
provide the data for a hypothesis test.

As a result, Monmouth of fered robotic 
surgery for an unapproved indication to 
patients without a safety and ef ficacy 
protocol, promised high-risk patients 
that the procedure is “successful” for use 
in said indication, and simultaneously 
enrolled patients in a data collection 
protocol to assess whether the proce-
dure worsens oncologic outcomes.

As of May 2019, all cancer-related clin-
ical trials in the RWJBarnabas Health 
system have been required to undergo 
review by the Rutgers Cancer Institute 
of New Jersey, said Steven K. Libutti, di-
rector of the Rutgers Cancer Institute, 

On or about April 13, 2019, plain-
tif f had a telephone conversation 
with defendant, Carney, regarding 
The First Article [in The Cancer Let-
ter] during which Carney admitted 
that The First Article “was clearly 
not accurate.” 

Carney further acknowledged that 
the Article did not present plaintif f 
in “a very good light” and that it 

vice chancellor for cancer programs at 
Rutgers Biomedical and Health Scienc-
es, senior vice president of oncology 
services at RWJBarnabas Health, and 
professor of surgery at Rutgers Robert 
Wood Johnson Medical School.

“All oncology protocols at RWJBarnabas 
Health will initially go through the Sci-
entific Review Board at Rutgers Cancer 
Institute of New Jersey, the state’s only 
NCI-designated Comprehensive Cancer 
Center, to ensure scientific quality and 
study design before the study can pro-
ceed,” Libutti said to The Cancer Letter. 

“We are in the process of centralizing 
the Institutional Review Board across 
the health system that will review and 
monitor all oncology clinical trials, 
keeping patient safety at the forefront 
of clinical research.”

Chagares urged 
to keep silent
Af ter directing Chagares to duck calls 
from The Cancer Letter, Eric Carney, chief 
operating officer at Monmouth, assured 
the surgeon that the problem would 
soon blow over, the lawsuit states. 

Carney is now a defendant in the suit. 

The complaint describes Carney’s ef-
fort to convince Chagares to keep his 
mouth shut and—quid pro quo—Mon-
mouth would publish a positive article 
about the surgeon in the hospital’s 
glossy magazine:

Of fice of Clinical Evidence 
and Analysis
Of fice of Product Evaluation 
and Quality

At the very end of 
the April 13, 2019, 
telephone conversation, 
defendant, Carney, 
offered to have 
a positive article 
published about 
[Chagares] in its 
magazine.
– Chagares’s complaint 
against Monmouth                                            



 47ISSUE 44  |  VOL 45  |  NOVEMBER 22, 2019  |

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

“Preferred Specialty 
Physician Referral List”
Chagares, who has practiced at Mon-
mouth for 29 years, has an employ-
ment agreement to provide services as 
a general surgeon at the breast center. 
He is also a private sole practitioner at 
the hospital.

“At or around the time at which plaintif f 
complained about the termination of 
the RNSM study, defendants altered the 
MMC-BHMG Preferred Specialty Physi-
cian Referral List to take plaintif f out of 
alphabetical order and/or remove him 
completely from the list,” the complaint 
states. “Defendants annually supplied 
plaintif f with a fictitious Preferred Spe-
cialty Physician Referral List.”

The list is used by the hospital-owned 
practice to refer patients to outside 
specialists.

Chagares’s complaint argues that the 
hospital’s actions were “designed to ex-
clude plaintif f from the breast surgery 
market, eliminate the competition that 
would be generated by RNSM and to 
capture the breast surgery market for 
their own financial benefit. 

“Plaintif f had developed a national rep-
utation for bringing RNSM to the United 
States and had already generated out 
of state patients at the time the proce-
dure was terminated by defendants,” 
the complaint states. “The financial 
impact on fees to Medicare and other 
health care insurers as the result of de-
fendants’ actions are substantial.”

The complaint is posted here. 

Matthew Bin Han Ong contributed to 
this story.

“Safety concerns”
Chagares was told that his clinical study 
was stopped over “safety concerns.” As 
he pressed the institution to state for-
mally what those concerns were and to 
get instructions on what he should tell 
his patients, he was told not to collect 
any additional data on the subjects al-
ready enrolled, the complaint states.

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

“This is unacceptable,” Arthur Caplan, 
the Drs. William F. and Virginia Connol-
ly Mitty Professor of Bioethics at New 
York University Langone Health and 
the founding director of the Division of 
Medical Ethics, said to The Cancer Letter 
earlier this year. “When you’re partner-
ing with someone, you don’t abruptly 
end a study without explaining why, 
without explaining follow-up options, 
what’s going to happen. Are you go-
ing to track the people that were in the 
study, or are you just leaving them in 
the lurch?”

Such directives are harmful to phy-
sicians and patients, Rita Redberg, a 
cardiologist and professor of medi-
cine at the University of California San 
Francisco, said to The Cancer Letter ear-
lier this year.

“Wow. I cannot imagine that the hos-
pital thought an Investigational De-
vice Exemption from the FDA wasn’t 
required. I don’t understand that,” 
Redberg said. “They weren’t only 
throwing the surgeon under the bus, 

“smeared” his reputation. [Errone-
ous information provided to a re-
porter was immediately corrected 
as soon as The Cancer Letter became 
aware of inaccuracy.]

Notwithstanding, MMC made a 
conscious decision from a public 
relations and legal perspective 
not to attempt to correct it, that 
MMC would go “radio silent” about 
the disparaging statements about 
plaintif f in The First Article with the 
expectation that it would blow over. 

Additionally, [Carney] acknowl-
edged that The Cancer Letter posed 
an additional thirty-two questions 
to MMC in an ef fort to clarify the 
contents of The First Article but, 
MMC opted not to provide answers 
to those questions. 

Carney defended MMC/RWJBH’s 
decision not to attempt to correct 
The First Article, in part, by stating 
that it was an “old story” and that 
The Cancer Letter was “not a well-
read, written article.” 

Defendant, Carney, also represent-
ed to plaintif f in that telephone con-
versation that MMC had a strict me-
dia policy under which employees 
were not permitted to speak with 
the media without authorization 
and that a violation could result in 
termination. [Carney] further rep-
resented that he did not have the 
ability to determine who at MMC 
made the disparaging statements 
about plaintif f. 

At the very end of the April 13, 2019, 
telephone conversation, defendant, 
Carney, of fered to have a positive 
article published about [Chagares] 
in its magazine. 

Plaintif f through counsel also con-
tacted MMC’s general counsel and 
requested that MMC take action to 
correct the false and defamatory 

statements in The First Article. Gen-
eral counsel unequivocally stated 
that no such action would be taken 
by MMC/RWJBH.

https://cancerletter.com/download/18687/
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Ethan Basch receives 
ACCC Clinical 
Research award 

Ethan Basch, director of the Cancer Out-
comes Research Program and professor 
of hematology and oncology at UNC Line-
berger Comprehensive Cancer Center, re-
ceived the Association of Community Can-
cer Centers 2019 Clinical Research Award.

The award was presented during the 
ACCC National Oncology Conference in 
Orlando Nov. 1.

As a medical oncologist and health 
services researcher, Basch has focused 
on developing methods to bring the 
patient perspective into cancer clinical 
research and routine care delivery. For 
over a decade, his group has developed 
and implemented patient-reported out-
comes tools and worked closely with 
public and private agencies to ef fect 
policy changes based on their findings.

Basch’s goal is to conduct research that 
facilitates rigorous inclusion of PROs in 
product development, drug labels, and 
routine care for symptom monitoring. 
It is his hope that bringing the patient 
voice into clinical research and care de-
livery processes will lead to safer drug 
development, improved quality of care, 
enhanced patient-clinician communi-
cation, and better patient experiences 
with disease and treatment.

Basch has found that in routine care 
about 75% of patients are compliant 
with self-reported outcomes. And in 
some rural programs, this compliance 
rate has been as high as 95%. 

“Integration of patient-reported symp-
toms into cancer care is feasible and is 
associated with clinical benefit,” he said 
upon accepting the award. Basch said 
future ef forts should focus on strate-
gies for implementing self-reporting 
into clinical workflow and electronic 
health records.

Harmar Brereton, 
Dana Dornsife 
receive NCCS Ellen 
Stovall Award
Harmar Brereton and Dana Dornsife re-
ceived the National Coalition for Cancer 
Survivorship’s Ellen L. Stovall Award for 
Innovation in Patient-Centered Cancer 
Care Nov. 13. 

 • Brereton spent 33 years in private 
practice and founded the Northeast 
Regional Cancer Institute in Scran-
ton, PA. He teaches at the Weill 
Cornell School of Medicine and is on 
the faculty of the Geisinger Com-
monwealth School of Medicine, a 
school he helped found. He is also 
a leadership team member of the 
International Cancer Expert Corps.

 • Dornsife is chair of the Board and 
Founder of Lazarex Cancer Foun-
dation, a nationwide non-profit 
organization she created in 2006. 
Lazarex’s mission is to improve the 
outcome of cancer care—giving 
hope, dignity, and life to advanced 
stage cancer patients and the 
medically underserved by providing 
assistance with costs for FDA clini-

IN BRIEF
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cal trial participation, identification 
of clinical trial options, community 
outreach and engagement. 

Named for NCCS CEO, Ellen Stovall, who 
died in 2016 due to complications from 
three cancer treatments, the award 
highlights those who continue Ellen’s 
work to further incorporate patients’ 
goals, needs and values. 

“This year’s honorees exemplify her life’s 
work and passion: Dr. Harmar Brereton, 
was her physician and friend and is a 
compassionate, patient-centered phy-
sician oncologist and teacher, and Dana 
Dornsife, has dedicated herself to en-
suring that cancer patients have access 
to clinical trials for their treatment and 
to advance the science,” Shelley Fuld 
Nasso, NCCS CEO, said in a statement. 

Timothy Mullett 
named chair-elect 
of the American 
College of Surgeons 
Commission on Cancer

Cardiothoracic surgeon Timothy W. 
Mullett was named chair-elect of the 
Commission on Cancer of the American 
College of Surgeons during the CoC’s an-
nual meeting Oct. 27 in San Francisco.

The meeting was held during the ACS 
Clinical Congress.

Mullett, medical director of the Univer-
sity of Kentucky’s Markey Cancer Center, 
is a surgical oncologist who specializes 
in lung cancer. Although he began his 
career at the University of Kentucky as 
a thoracic surgeon treating heart issues, 
he soon shif ted his professional focus to 
treating lung cancer, one of the state’s 
major health problems. He is a co-lead-
er of the Kentucky LEADS Collaborative 
to improve lung cancer survival. 

During the coming year, Mullett will 
work closely with CoC leaders, including 
current CoC Chair, medical oncologist 
Lawrence Shulman. The CoC’s accred-
itation program encourages hospitals, 
treatment centers and other facilities 
to improve their quality of patient care 
through various cancer-related services. 
The CoC maintains reporting tools to 
aid cancer treatment and research fa-
cilities in benchmarking and improving 
patient outcomes. 

Also, it maintains the National Can-
cer Database, which tracks national 
trends and demographics of cancer 
incidence. There are more than 1,500 
CoC-accredited cancer programs in 
the U.S. and Puerto Rico, representing 
30% of all hospitals. CoC-accredited fa-
cilities diagnose and/or treat more than 
70% of all newly diagnosed cancer pa-
tients each year.

Mullett will begin his two-year term as 
CoC Chair in October 2020 when he as-
sumes the leadership role at the CoC’s 
next annual meeting at the next ACS 
Clinical Congress in Chicago.

Roswell Park receives 
nearly $22M in 
government funding
Roswell Park received more than $21.8 
million in recent competitive grants and 

contracts to launch new investigations 
or continue major research ef forts. This 
includes funding from NCI’s Cancer 
Moonshot program as well as renew-
als for high-impact projects based at 
Roswell Park.

The five-year, $4.1 million allocation 
from the NCI’s Cancer Moonshot pro-
gram to Kunle Odunsi, deputy director 
and chair of the Department of Gyne-
cologic Oncology, and Danuta Kozbor, 
associate professor of immunology 
and microbiology at Roswell Park, sup-
ports a cooperative project with Andrea 
Gambotto, of the University of Pitts-
burgh. The team will explore ways to 
reprogram the cells and molecules sur-
rounding ovarian tumors to overcome 
resistance mechanisms that make these 
cancers dif ficult to treat. The long-term 
objective of this project is to develop a 
new treatment option for ovarian can-
cer, one based on a cancer-killing or “on-
colytic” virus.

Martin Morgan, professor of oncology 
in the Department of Biostatistics and 
Bioinformatics, received more than $3.6 
million from the NCI to continue his 
leadership of the R/Bioconductor Proj-
ect, a bioinformatics resource based at 
Roswell Park.

Roswell Park also secured the renewal 
of two competitive contracts totaling 
$3.25 million to lead and implement 
New York State’s Advancing Tobac-
co-Free Communities in two regions 
— the Southern Tier of New York and 
the Genesee/Orleans/Wyoming Coun-
ty region. Roswell Park has led these 
cancer-prevention initiatives since 2014 
under contract to the New York State 
Department of Health and led by An-
drew Hyland, chair of the Department 
of Health Behavior.

Other highlights among projects re-
cently awarded federal or private foun-
dation grant funding:

 • The $21.7 million in recent awards 
also includes two previously an-



REACH PEOPLE 
WHO MATTER 
IN ONCOLOGY

Advertise your 
meetings and 

recruitments in 
The Cancer Letter 

and The Clinical 
Cancer Letter

Find more 
information

HERE

or visit:
http://cancerletter.

com/advertise/

INSTITUTIONAL 
PLANS 

Allow everyone in your 
organization to read 

The Cancer Letter and 
The Clinical  

Cancer Letter. 

Find 
subscription plans 

HERE

or visit:
http://cancerletter.

com/subscribe/

50 |  NOVEMBER 22, 2019  |  VOL 45  |  ISSUE 44

ceived a two-year, $375,000 Pancre-
atic Cancer Action Network-AACR 
Pathway to Leadership Grant from 
AACR. His project aims to under-
stand the role of the HNF1A protein 
in pancreatic cancer cells, how it 
contributes to tumor growth and 
treatment resistance, and how it 
might be eliminated.

 • Pamela Hershberger, associate 
professor of oncology in the De-
partment of Pharmacology and 
Therapeutics, received a two-year, 
$200,000 grant from the American 
Lung Association for her work in 
overcoming treatment resistance 
in EGFR-mutant lung cancers. Her 
team is developing a nanomedi-
cine to deliver high-dose vitamin D 
directly to lung tumors to prevent 
resistance to EGFR tyrosine kinase 
inhibitors from developing.

BMS completes 
acquisition of Celgene
Bristol-Myers Squibb Co. has completed 
its acquisition of Celgene Corp. follow-
ing the receipt of regulatory approval 
from all government authorities re-
quired by the merger agreement and, 
as announced on April 12, approval 
by Bristol-Myers Squibb and Celgene 
stockholders. It completed the acquisi-
tion Nov. 20. 

Celgene is now a wholly owned sub-
sidiary of BMS. On Nov. 21, 2019, newly 
issued Bristol-Myers Squibb shares and 
CVRs will commence trading on the New 
York Stock Exchange, with the CVRs 
trading under the symbol “BMYRT.”

nounced DoD grants: a multimil-
lion-dollar Breakthrough Award 
to Pawel Kalinski, to assess a 
three-pronged immunotherapy 
strategy for treating metastatic 
breast cancer and a $544,360 grant 
to fund a multi-institutional pilot 
project supporting development of 
a detection test for ovarian cancer, 
an ef fort led by Odunsi.

 • Richard Hershberger, chief aca-
demic of ficer, received a $1.6 million 
renewal award to continue Roswell 
Park’s role in educating and train-
ing the next generation of cancer 
researchers and oncologists. This 
five-year grant supports summer re-
search experiences in cancer science 
and oncology for more than 30 col-
lege, medical and nursing students 
each year. 

 • John Krolewski, professor of on-
cology and chair of cancer genetics 
and genomics, received a three-
year-year, $1.05 million grant from 
the U.S. Department of Defense to 
explore how androgen deprivation 
therapy—the main therapy for 
advanced or metastatic prostate 
cancer—may induce an immu-
no-suppressive state that can pro-
mote tumor recurrence. Successful 
understanding of this mechanism 
may lead to new therapies to 
prevent ADT failure and prevent 
disease recurrence, the major cause 
of prostate cancer death. 

 • Kevin Eng, associate professor of 
oncology in the Department of 
Biostatistics and Bioinformatics, 
received a one-year, $740,298 grant 
from the DoD for his research 
exploring the role of a hereditary, 
X-chromosome-linked gene muta-
tion in the risk for prostate cancer 
among men with daughters diag-
nosed with familial ovarian cancer.

 • Ethan Abel, assistant professor 
of oncology in the Department of 
Molecular and Cellular Biology, re-

http://cancerletter.com/advertise/
http://cancerletter.com/subscribe/
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Care in a 
multidisciplinary 
prostate cancer clinic 
increases discussion 
of treatment 
options, adherence 
to guidelines
Men who seek treatment at a multidis-
ciplinary prostate cancer clinic are more 
likely to be advised about treatment 
choices and to receive care that com-
plies with evidence-based treatment 
guidelines, an MD Anderson Cancer 
Center study found.

African American men who visited the 
MultiD clinic also were more likely to 
receive definitive, or curative, therapy, 
compared with national trends.

The findings, published in Cancer, are 
based on the largest and longest anal-

ysis of a MultiD clinic database. The 
study evaluated treatment choice at 
MD Anderson’s Multidisciplinary Pros-
tate Cancer Clinic in comparison to U.S. 
national trends assessed by reviewing 
the SEER database.

“Men who visit a MultiD prostate clinic 
have the opportunity to see a radiation 
oncologist and a urologist in the same 
visit, giving them the chance to discuss 
treatments options and potential side 
ef fects in order to make an informed 
treatment decision,” Chad Tang, assis-
tant professor of Radiation Oncology 
and lead author, said in a statement. 
“Patients and their families appreciate 
the opportunity to hear all treatment 
options and receive assistance with 
decision-making.”

The study analyzed 4,451 men with 
prostate cancer treated at the MultiD 
clinic from 2004-2016. To compare na-
tionwide trends, 392,710 men with pros-
tate cancer diagnosed from 2004-2015 
were selected from the SEER database.

Men with low-risk disease were more 
likely to choose active surveillance in 
the MultiD clinic than the SEER group. 
In 2015, the rate of active surveillance 
among men with low-risk disease in 
the MultiD clinic was 74% compared 
with 54% in the SEER group. The ten-
dency toward active surveillance for 
patients with low-risk prostate cancer 
is supported by NCCN guidelines and 
national trends.

At the high risk end of the spectrum, 
significantly more men were of fered 
aggressive treatment in the MultiD clin-
ic group as compared to SEER patients. 
Nearly 20% of men with high-risk dis-

ease chose non-definitive treatment in 
the SEER group whereas all men with 
high-risk disease received definitive 
treatment in the MultiD clinic group. 
NCCN guidelines recommend men with 
high-risk prostate cancer receive defini-
tive treatment.

In the MultiD clinic, African American 
men over 70 with low-risk disease were 
more likely to choose active surveillance 
than older white men. In all other age 
and risk groups, African Americans 
were more likely to receive definitive 
treatment. In the SEER cohort, the op-
posite was found where African Amer-
icans in all risk groups were more likely 
to receive definitive treatment across 
age groups.

Previous studies have shown increased 
use of definitive therapy among white 
patients compared with African Amer-
ican patients. Among MultiD clinic pa-
tients an opposite trend was found for 
high-risk, intermediate-risk and young 
low-risk patients, with African Ameri-
can patients having higher rates of de-
finitive therapy.

“These results suggest that when of-
fered treatment options by a multidis-
ciplinary team, African American men 
may choose a more definitive treatment 
choice,” Tang said. “The outcomes of this 
study of fer an important motivation to 
provide multidisciplinary clinical care 
on the national level.”

MD Anderson has implemented 
multidisciplinary prostate cancer 
clinics across the MD Anderson Can-
cer Network.

CLINICAL ROUNDUP

THE CLINICAL CANCER LETTER

https://onlinelibrary.wiley.com/doi/10.1002/cncr.32570
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In Opdivo + Yervoy 
vs. Opdivo alone in 
resected high-risk 
melanoma and PD-L1 
<1% does not meet 
primary endpoints
A statistically significant benefit was 
not reached for the co-primary end-
point of recurrence-free survival in pa-
tients whose whose tumors expressed 
PD-L1 <1%, according to results from 
phase III CheckMate -915. 

Bristol-Myers Squibb sponsors the study. 

The study evaluated Opdivo (nivolum-
ab) plus Yervoy (ipilimumab) versus Op-
divo alone for the adjuvant treatment of 
patients who have had a complete sur-
gical removal of stage IIIb/c/d or stage 
IV (no evidence of disease) melanoma.

The data monitoring committee at Bris-
tol-Myers Squibb recommended that 
the study continue unchanged. The 
study remains double-blinded and will 
continue to assess the other co-primary 
endpoint of RFS in the all-comer (intent-
to-treat) population.

Among the patients in this study 
the overall incidence of persistent 
post-treatment opioid use was 8.3%, 
which varied by cancer type ranging 
from a low of 5.3% in prostate cancer 
patients to a high of 19.8% in liver can-
cer patients. Bladder, breast, esopha-
gus, stomach, head and neck, liver, lung 
and pancreas cancer were associated 
with higher odds compared to pros-
tate cancer.

The rates of persistent opioid use af-
ter treatment varied substantially by a 
patient’s history of opioid use prior to 
his receiving a cancer diagnosis. The 
persistent post-treatment opioid use 
rates were lowest for patients who had 
never used opioids prior to their cancer 
diagnosis (3.5%) followed by prior inter-
mittent users (15.0%), and prior chronic 
users (72.2%). The rate of post treat-
ment diagnoses of opioid abuse or de-
pendence was 2.9%, and opioid-related 
admissions occurred in 2.1% of patients.

Younger age, white race, unemploy-
ment at the time of cancer diagnosis, 
lower median income, increased co-
morbidity, and current or prior tobacco 
use were all associated with increased 
risk for persistent opioid use. Prior diag-
noses of alcohol abuse, non-opioid drug 
abuse, opioid abuse, and depression 
were associated with increased odds. 
Prior history of chronic opioid use and 
prior intermittent use were associated 
with substantially increased odds of 
persistent opioid use

“Our study attempts to create an ob-
jective clinical tool that can help give 
providers a better understanding of a 
patient’s risk of opioid-related toxicity,” 
Lucas K. Vitzthum, one of the study’s 
authors, said in a statement. “Ultimate-
ly, clinical tools such as ours could help 
providers identify which patients could 
benefit from alternative pain man-
agement strategies or referral to pain 
specialists.”

The authors noted the study’s limita-
tions. For instance, the SEER database 
contains data through 2015, whereas the 
MultiD clinic database has information 
through 2016. The SEER database also 
lacks details regarding complete ther-
apy and does not have data on whether 
patients were treated with active sur-
veillance, watchful waiting, hormones 
alone or “benign neglect.” Finally, there 
is inherent patient referral preference to 
this single center MultiD clinic.

This research was supported in part by 
the Cancer Center Support (Core) Grant 
NCI CA016672 to MD Anderson Cancer 
Center. Tang is supported in part by 
grants from the Cancer Prevention and 
Research Institute of Texas, the Radia-
tion Oncology Institute and the Anna 
Fuller Foundation.

UCSD researchers 
focus on persistent 
opioid use, abuse 
and toxicity among 
cancer survivors
Within a cohort of 106,732 cancer survi-
vors diagnosed between 2000 and 2015, 
researchers at the University of Califor-
nia San Diego determined rates of per-
sistent post-treatment opioid use, diag-
noses of opioid abuse or dependence, 
and admissions for opioid toxicity. 

The study, “Predicting Persistent Opioid 
Use, Abuse and Toxicity Among Cancer 
Survivors,” was published in the Journal 
of the National Cancer Institute Nov. 22. 

The study cohort included patients di-
agnosed with one of the 12 most com-
mon cancers (bladder, breast, colon, 
esophagus, stomach, head and neck, 
kidney, liver, lung, pancreas, prostate, 
or rectal cancer), and alive without re-
currence two years af ter treatment.

       
The Cancer Letter is 

taking a Thanksgiving 
break. We will 

return on Dec. 6.
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FDA takes second 
action under 
international 
collaboration, 
approving treatment 
option for CLL or SLL
As part of Project Orbis, a collaboration 
with the Australian Therapeutic Goods 
Administration and Health Canada, 
FDA granted supplemental approval to 
Calquence (acalabrutinib) for the treat-
ment of adults with chronic lymphocyt-
ic leukemia or small lymphocytic lym-
phoma. This new approved indication 
for Calquence provides a new treatment 
option for patients with CLL or SLL as an 
initial or subsequent therapy.

The approval was announced Nov. 21. 
Calquence is sponsored by AstraZeneca.

“Today, as part of a U.S., Australian 
and Canadian collaboration known as 
Project Orbis, the U.S. approved a new 
treatment option for those living with 
chronic lymphocytic leukemia or small 
lymphocytic lymphoma. The FDA’s Proj-
ect Orbis provides a framework for con-
current submission and review of oncol-
ogy drug applications among the FDA’s 
international partners,” Richard Pazdur, 

director of the FDA’s Oncology Center 
of Excellence and acting director of 
the Of fice of Oncologic Diseases in the 
FDA’s Center for Drug Evaluation and 
Research, said in a statement. “We are 
pleased to continue working alongside 
our Australian and Canadian colleagues 
to facilitate new treatment options for 
patients and the FDA looks forward to 
working with other countries in future 
application reviews.”

The supplement al approval of 
Calquence for patients with CLL or SLL 
was based on two randomized clinical 
trials that compared Calquence to oth-
er standard treatments. The first clinical 
trial involved 535 patients with previ-
ously untreated CLL. Patients receiving 
Calquence had a longer progression-free 
survival compared to patients receiving 
other standard treatments. The second 
clinical trial included 310 patients with 
previously treated CLL. Patients receiv-
ing Calquence also had a longer progres-
sion-free survival than patients receiving 
other standard treatments.

In addition to the international col-
laboration with Australia and Canada, 
this review used the Real-Time Oncol-
ogy Review pilot program, which can 
streamline the submission of data pri-
or to the completion and submission 
of the entire clinical application. RTOR, 
and its accompanying Assessment Aid, 
facilitated discussions among the regu-
latory agencies. These applications were 
approved four months prior to the FDA 
goal date. The FDA granted this applica-
tion Priority Review and Breakthrough 
Therapy designation. 

FDA grants Q 
BioMed approval 
to manufacture 
non-opioid cancer 
palliation drug
FDA approved Q BioMed Inc.’s contract 
manufacturer IsoTherapeutics Group 

LLC Nov. 20, which it cleared to manu-
facture the company’s FDA-approved 
non-opioid cancer bone pain drug 
Strontium-89 Chloride USP.

The approval of the facility means 
that this oncologic pain drug will soon 
be available to patients in the Unit-
ed States. Q BioMed is now the only 
FDA-approved source for this drug in 
the western world, the company said. 

Strontium-89 is an FDA-approved 
non-opioid radiopharmaceutical indi-
cated for the treatment of painful skel-
etal metastases caused by cancer. The 
product is administered intravenously 
once every three months as an alter-
native to opioid analgesics and plays a 
critical role in the treatment of meta-
static bone pain. 

The product provides relief for patients 
suf fering from pain associated with pri-
mary cancers that have spread to the 
bone, including breast, prostate, lung 
and others. 

FDA approves 
crizanlizumab-tmca 
for sickle cell disease
FDA approved Adakveo (crizanlizum-
ab-tmca) to reduce the frequency of 
vaso-occlusive crises in adults and pe-
diatric patients 16 and older with sickle 
cell disease.

Adakveo is sponsored by Novartis. 

Rodger McEver is a physician-scientist 
at Oklahoma Medical Research Foun-
dation who developed an antibody 
that blocks the ef fects of P-selectin, 
a protein thought to drive pain crises 
for sickle cell patients. To explore clin-
ical applications, McEver helped create 
an Oklahoma-based biotechnology 
company, Selexys, which fine-tuned 
the antibody and created an experi-
mental drug.

DRUGS & TARGETS
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and 5-fluorouracil chemotherapy, for 
the first-line treatment of patients with 
metastatic or unresectable recurrent 
head and neck squamous cell carcino-
ma whose tumors express PD-L1 (com-
bined positive score [CPS] ≥1). The drug 
was approved Nov. 20. 

This approval is based on findings from 
the phase III KEYNOTE-048 trial, where 
Keytruda, compared with standard 
treatment (cetuximab with carboplatin 
or cisplatin plus 5-FU), demonstrated a 
significant improvement in overall sur-
vival as monotherapy (HR = 0.74 [95% 
CI, (0.61-0.90); p=0.00133] and in com-
bination with chemotherapy (HR=0.65 
[95% CI, 0.53-0.80]; p=0.00002), in 
patients whose tumors expressed PD-
L1 (CPS ≥1).

This approval allows marketing of the 
Keytruda monotherapy and combina-
tion regimen in all 28 EU member states 
plus Iceland, Lichtenstein and Norway.

Keytruda is the First Anti-PD-1 Therapy 
Approved in Europe for the First-Line 
Treatment of Head and Neck Cancer as 
Monotherapy or in Combination with 
Chemotherapy, in Patients Whose Tu-
mors Express PD-L1. 

KEYNOTE-048 is a multi-center, ran-
domized, open-label, active-controlled 
trial conducted in 882 patients with 
histologically confirmed metastatic 
or recurrent HNSCC of the oral cavity, 
pharynx or larynx, who had not pre-
viously received systemic therapy for 
recurrent or metastatic disease and 
who were considered incurable by local 
therapies. Randomization was strati-
fied by tumor PD-L1 expression (Tumor 
Proportion Score [TPS] ≥50% or <50%), 
HPV status (positive or negative), and 
ECOG Performance Status (0 vs. 1). The 
dual primary endpoints were OS and 
progression-free survival. Patients were 
randomized 1:1:1 to one of the following 
treatment arms:

 • KEYTRUDA 200 mg intravenously 
every three weeks;

to 17% in the placebo arm. The median 
time to first VOC from randomization 
was 4.1 vs. 1.4 months in the crizanli-
zumab-tmca 5mg/kg and placebo arm, 
respectively.

FDA approves 
givosiran for acute 
hepatic porphyria
FDA approved Alnylam Pharmaceuti-
cals Inc.’s Givlaari (givosiran) for adults 
with acute hepatic porphyria.

Efficacy was evaluated in ENVISION 
(NCT03338816), a randomized, dou-
ble-blind, placebo-controlled, mul-
tinational trial enrolling 94 patients 
with AHP. Patients were randomized 
(1:1) to receive once monthly subcuta-
neous injections of givosiran 2.5 mg/
kg or placebo during a 6-month dou-
ble-blind period.

The primary ef ficacy outcome measure 
was the rate of porphyria attacks requir-
ing hospitalizations, urgent healthcare 
visit, or intravenous hemin adminis-
tration at home. The mean rates of at-
tacks over a 6-month time period were 
1.9 (95% CI:1.3,2.8) for patients receiving 
givosiran and 6.5 (95% CI:4.5, 9.3) for 
those on placebo. On average, patients 
with AHP on givosiran experienced 70% 
(95% CI: 60%, 80%) fewer porphyria at-
tacks compared to placebo.

European Commission 
approves two 
regimens of 
Keytruda for front-
line metastatic, 
unresectable HNSCC
The European Commission has ap-
proved Merck’s Keytruda as monother-
apy or in combination with platinum 

Novartis purchased Selexys and Adakveo.

The drug showed a 45% reduction in 
pain crises when administered intrave-
nously every 4 weeks in a clinical trial 
involving 198 sickle cell patients. 

“We know this drug can decrease the 
frequency of sickle cell pain crises in a 
significant and clinically meaningful 
way,” Kenneth Ataga, who led the trial 
and directs the Center for Sickle Cell 
Disease at the University of Tennessee 
Health Science Center at Memphis, said 
in a statement. 

Adakveo is the third medication now 
available that is based on OMRF discov-
eries. The others are Soliris, a treatment 
for patients with certain rare blood dis-
orders, and Ceprotin, a therapy for pro-
tein C deficiency.

Ef ficacy was evaluated in 198 patients 
with sickle cell disease in SUSTAIN 
(NCT01895361), a 52-week, randomized, 
multicenter, placebo-controlled, dou-
ble-blind trial. Patients were random-
ized (1:1:1) to crizanlizumab-tmca 5 mg/
kg (N = 67), crizanlizumab-tmca 2.5 mg/
kg (N = 66), or placebo (N = 65) adminis-
tered intravenously over 30 minutes on 
week 0, 2, and every 4 weeks thereaf ter. 
Randomization was stratified by prior 
hydroxyurea (Y/N) and by the number 
of VOCs in the prior 12 months.

The primary ef ficacy outcome measure 
was the annual rate of VOCs leading to a 
healthcare visit, defined as an acute ep-
isode of pain with no cause other than 
a vaso-occlusive event requiring a med-
ical facility visit and oral or parenteral 
opioids, or parenteral NSAIDs. Patients 
receiving crizanlizumab-tmca, 5 mg/kg, 
had a lower median annual rate of VOC 
compared to those receiving placebo 
(1.63 vs. 2.98, p=0.010). Reductions in 
the frequency of VOCs were observed 
among patients regardless of sickle 
cell disease genotype and/or hydroxy-
urea use. Thirty-six percent of patients 
treated with crizanlizumab-tmca 5 mg/
kg did not experience a VOC compared 
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Japan grants approval 
of Myriad Genetics’ 
BRACAnalysis 
Diagnostic System for 
breast cancer patients
Japan’s Ministry of Health, Labour and 
Welfare has approved Myriad Genetics’ 
BRACAnalysis Diagnostic System to 
help physicians determine which wom-
en with breast cancer have Hereditary 
Breast and Ovarian Cancer syndrome 
and qualify for additional medical 
management. 

BRACAnalysis is a genetic test that 
identifies germline mutations in the 
BRCA1/2 genes. 

Under the MHLW decision, physicians 
may use BRACAnalysis to test for BRCA 
mutations in women with breast cancer 
who meet the genetic testing guidelines 
defined by JOHBOC. Those patients 
who test positive for a deleterious 
BRCA mutation will be eligible to re-
ceive advanced medical management, 
such as prophylactic surgery or target-
ed therapies. 

Myriad has an exclusive partnership with 
SRL Inc., a subsidiary of Miraca Group, to 
commercialize the BRACAnalysis Diag-
nostic System in Japan. 

The announcement follows two 
prior regulatory approvals for the 
BRACAnalysis Diagnostic System in Ja-
pan. In February this year, BRACAnaly-
sis was approved as a companion diag-
nostic for Lynparza (olaparib) in women 
with ovarian cancer, and in March 2018, 
it was approved as a companion diag-
nostic for Lynparza in patients with 
metastatic inoperable or recurrent 
breast cancer.

The EC approval follows a positive opin-
ion issued for Darzalex by the CHMP of 
the European Medicines Agency in Oc-
tober. In August 2012, Genmab granted 
Janssen Biotech, Inc. an exclusive world-
wide license to develop, manufacture 
and commercialize daratumumab.

The approval was based on data from 
the phase III MAIA (MMY3008) study of 
daratumumab in combination with Rd 
as treatment for patients with newly 
diagnosed multiple myeloma, who are 
not candidates for high dose chemo-
therapy and ASCT. Data from this study 
were published in The New England 
Journal of Medicine and presented at 
the 2018 American Society of Hematol-
ogy annual meeting in December 2018.

The phase III study (NCT02252172) is a 
randomized, open-label, multicenter 
study that includes 737 newly diag-
nosed patients with multiple myeloma 
who are not candidates for high dose 
chemotherapy and ASCT. Patients were 
randomized to receive either treatment 
with daratumumab in combination 
with lenalidomide (an immunomod-
ulatory drug) and dexamethasone (a 
corticosteroid) or treatment with lena-
lidomide and dexamethasone alone. 

In the daratumumab treatment arm, 
patients received 16 milligrams per ki-
logram (mg/kg) weekly for the first 8 
weeks (cycles 1 and 2), every other week 
for 16 weeks (cycles 3 to 6) and then ev-
ery 4 weeks (cycle 7 and beyond) until 
progression of disease or unaccept-
able toxicity. 

Lenalidomide is administered at 25 mg 
orally on days 1 through 21 of each 28-
day cycle, and dexamethasone is ad-
ministered at 40 mg once a week for 
both treatment arms. Participants in 
both treatment arms will continue Rd 
until disease progression or unaccept-
able toxicity. The primary endpoint of 
the study is progression free survival.

 • KEYTRUDA 200 mg intravenously 
every three weeks, carboplatin 
AUC 5 mg/mL/min intravenously 
every three weeks or cisplatin 100 
mg/m2 intravenously every three 
weeks and 5-FU 1000 mg/m2/day as 
a continuous intravenous infusion 
over 96 hours every three weeks 
(maximum of six cycles of plati-
num and 5-FU);

 • Cetuximab 400 mg/m2 intrave-
nously as the initial dose then 250 
mg/m2 intravenously once weekly, 
carboplatin AUC 5 mg/mL/min 
intravenously every three weeks or 
cisplatin 100 mg/m2 intravenously 
every three weeks and 5-FU 1000 
mg/m2/day as a continuous intra-
venous infusion over 96 hours every 
three weeks (maximum of six cycles 
of platinum and 5-FU).

Treatment with Keytruda continued 
until RECIST v1.1-defined progression 
of disease as determined by the inves-
tigator, unacceptable toxicity or a max-
imum of 24 months.

European Commission 
grants marketing 
authorization 
for Darzalex + 
lenalidomide and 
dexamethasone 
in frontline MM
The European Commission has has 
granted marketing authorization for 
Darzalex (daratumumab) in combina-
tion with lenalidomide and dexameth-
asone (Rd) as treatment for adult pa-
tients with newly diagnosed multiple 
myeloma who are ineligible for autol-
ogous stem cell transplant. 

Genmab sponsors the drug.
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