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From Real-World Evidence to

Real-World Outcomes:
How Real-World Patients Are Changing
the Treatment of Multiple Myeloma

or patients with cancer, participating in a clinical
FTriaI is one way in which they can contribute o
the development of new medications for their
disease. For decades, randomized controlled frials,
often known as RCTs, have been the gold standard
for confirming that a new medicine is both safe and
effective. But what about those patients who are
unable to participate in a clinical frial2 Is there any
way in which their experience can be capfured and
used to inform treatment decisions? In recent years,
advances in fechnology, such as the switch to elec-
fronic patient records and the use of smartphones,
have allowed everyday patients to generate large
amounts of portable healthcare data. Today, health-
care professionals (HCPs), scientists, and regulatory
agencies, among others, are looking at how fo use
these data to help us understand how well certain
medications work in routine clinical practice.
Collected from large numbers of patients, this real-
world evidence (RWE) is helping to address clinical
questions, providing additional understanding of
freatment risks and benefits in routine clinical prac-
tfice, and allowing current patients to potentially help
improve disease management for future patients.
RWE is having an impact across all fields of medi-
cine. Here, through interviews with patient advo-
cates and industry leaders, we show how ongoing
programs are generating RWE to support freatment
decisions for patients with multiple myeloma.

WHAT IS MULTIPLE MYELOMA?

Multiple myeloma is a kind of hematologic (blood)
cancer that affects a type of blood cell called a
plasma cell, which is located in the bone marrow.!
The bone marrow—the soft tissue inside the bones—
is where blood cells, including plasma cells, red

I3

blood cells, white blood cells, and platelets, grow
and mature.'3

Survival rates among patients with multiple my-
eloma have improved dramatically over the past 20
years.® These improved outcomes have largely
been the result of the approval of new therapies
and treatment regimens. Since 2015, a total of 7
new agents have been approved for the treatment
of multiple myeloma in either the United States or
Europe.®® With more new agents becoming avail-
able, the number of possible therapeutic combina-
fions from which to select has also increased. With
more choices available for patients with newly di-
agnosed and with relapsed/refractory multiple my-
eloma, making a freatment decision can be chal-
lenging. This is particularly true outside of major
academic research centers and in community on-
cology practices, which is where most patients are
freated. In these community practices, physicians
may not be specialists in any one type of cancer,
instead treafing many different forms of cancer.

What Is Real-World Evidence?

Real-world evidence is information on the safety,
effectiveness, and actual use of a medication in
routine clinical practice, outside of clinical frials.

WHY ARE CLINICAL TRIALS
IMPORTANT?

RCTs allow researchers to confirm the efficacy
and safety of new treatments. With this type of study,
the participants are randomized, or divided by
chance, into separate freatment groups: (1) an ex-
perimental freatment group, in which patients are
treated with the treatment regimen under investiga-
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Why Can'’t All Patients Participate in Every Clinical Trial?

To be eligible to participate in a clinical tfrial, patients need to have certain characteristics. Also known
as inclusion criteria, these are the features that a patient must have, such as a specific type of cancer, in
order to participate in a particular study. There may also be exclusion criteria, or certain features that
would prevent a patient from participating in a particular study.

For example, patients with a history of kidney failure or reduced kidney function may be excluded from
a clinical trial, as proper kidney function is important for the normal elimination of many medications from
the body. In this case, by only including those patients with normal kidney function, researchers can be
more confident that patients in the trial will have about the same amount of the drug in their bloodstream.

This level of confrol allows researchers to limit the number of factors that might affect their study, thus
enabling them to better understand the effects of the medication itself.

Figure 1. How Do Clinical Trials Work?

Of all the patients with a disease or condition,
only a percentage will be eligible to participate
in a clinical trial. Eligible patients who choose o
participate will then be randomized to receive
either the frial regimen or standard treatment.
Patients receiving standard treatment may

also receive a placebo. Shown below are 3
evaluations over the course of a clinical trial,
but clinical trials typically have many more
evaluations, to precisely assess the safety and
efficacy of a particular freatment.

Although clinical trials have been fundamental to
the advancement of modern medicine, there are
some limitations when the study results are later ap-
plied to routine clinical practice. For example, one
key feature of an RCT is that only patients who fit a
certain strict profile are eligible to participate, and
these patients are then consistently treated accord-
ing to a set procedure throughout the duration of
the ftrial. This level of control is necessary, so that un-
infended factors do not affect the conclusions
about the efficacy and safety of a particular treat-
ment. “It is important fo isolate the effects of the
freatment, so the design characteristics of trials en-
sure that patients are treated in a particular way,”
noted Dr. Dasha Cherepanov, Associate Director in
the Global Outcomes Research and Epidemiology
Group at Takeda.

A disadvantage of this approach is that many
patients have characteristics or other medical con-
ditions that disqualify them from participating in
clinical trials. Thus, new drugs may not be directly
evaluated in some types of patients. For example,
multiple myeloma trials often exclude patients who
are unable to care for themselves, have impaired
kidney function, or have weakened immune sys-

Evaluation
3

Evaluation
2

Evaluation
1

Patients with
multiple myeloma

Patients receiving
trial drug

Randomization

Patients receiving
standard of care with

Patients eligible or without placebo

for trial

tion, and (2) a confrol group, in which patients re-
ceive the current standard freatment (Figure 1).
Randomization helps to ensure that the freatment
groups will be similar in ferms of patient characteris-
tics and that the effects of the freatments can be
compared more fairly. All new prescription medica-
tions must be shown to be safe and effective before
they are approved for use in patients, and this is
most offen demonstrated with the use of RCTs.

| 4|

tems.¢ Therefore, patients enrolled in clinical trials
tend to be healthier than the average patient with
multiple myeloma. In fact, studies have shown that
approximately 40% to 70% of patients with multiple
myeloma would not be eligible to participate in
most RCTs.37 “Most treatment clinical trials have cho-
sen groups of patients—they're highly selected,”
said Dr. James Omel, a multiple myeloma survivor
and patient advocate. “Real-world patients would
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HOW IMPORTANT IS REAL-
WORLD EVIDENCE FOR
FULLY UNDERSTANDING
MULTIPLE MYELOMA?
CONSIDER THE FACT THAT

APPROXIMATELY 30% TO
60% OF PATIENTS WITH
MULTIPLE MYELOMA MAY
BE ELIGIBLE TO PARTICIPATE
IN RANDOMIZED

CLINICAL TRIALS.37

often not match study inclusion criteria for random-
ized cancer treatment ftrials.” Partly because of this
selection process, the efficacy and tolerability of
anfimyeloma agents reported in clinical trials do not
always translate directly to what is observed in the
real world.”®

HOW CAN WE LEARN FROM
REAL-WORLD EVIDENCE?

Real-world data (RWD) can help us learn how
medicines work in patients outside of clinical frials.
What is RWD, and where does it come from?2 RWD
are dafa generated during daily life, outside the
scope of RCTs. This means that the data recorded
during a typical visit fo an HCP, such as blood pres-
sure readings, clinical laboratory values, and medi-
cation dosing, contribute to RWD. In addition to
patient medical records, RWD can also be collect-
ed from many other sources, including medical
records, insurance claims databases, patient regis-
tries, mobile and wearable devices, observational
studies, and patient and caregiver surveys, all of
which are defined in Figure 2.71°

By analyzing RWD, researchers can then generate
real-world evidence (often called RWE). One can say

|5

An Example of the Power of Real-World
Evidence

Real-world evidence is not a new concept; rather,
it has been confributing to improved cancer care
for decades. One commonly cited example relates
to the use of bisphosphonates—a class of medica-
tions for the treatment of mulliple myeloma and
certain forms of cancer that cause bone damage.

Many randomized controlled frials have demon-
strated that bisphosphonates are important medi-
cations for the prevention of bone fractures and
can help to eliminate pain in patients with multiple
myeloma.'? It was only when 36 dental patients in
Florida who had been taking these medications
developed a rare, serious jaw complicatfion, how-
ever, that the association with the longer-term use
of bisphosphonates was recognized.'® With this
new information available, we now know how to
reduce the risk for this jow complication. Patients
should undergo a thorough dental examination
before beginning treatment with bisphosphonates
and should be encouraged to maintain good oral

hygiene during their freatment.'?14

that RWE comprises the lessons learned from the
analysis of RWD. According to Dr. Dawn Marie Stull,
Scientific Director and lead of the INSIGHT MM obser-
vational study at Takeda Oncology, “RWE is import-
ant in terms of understanding the effectiveness of
freatments and whether they are tolerable in a
broader population of patients than can be enrolled
in an RCT.” For example, researchers can ask such
questions as, *How many patients with multiple my-
eloma need to change their medication dose be-
cause of side effectse” or "How well do elderly pa-
fients with multiple myelomatolerate thismedication?2”

Compared with an RCT, RWE provides insights into
what occurs in actual clinical practice (see Table)."
“"RWE gives a more complete picture and under-
standing of practical freatment considerations,” Dr.
Stull explained. With the use of RWE, effectiveness,
patient adherence (that is, how well patients take
their medication as prescribed by their physician),
long-term patient outcomes, and new safety issues
can be revealed for larger numbers of patients. This
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Figure 2. Real-World Data Are Analyzed to Generate or Create Real-World Evidence

Real-World Data

)/

Sources for real-world data can include patient medical records; insurance claims databases, such as Medicare
billing; patient registry data, which is standardized information that is collected on a patient population over a
long period of time and is submitted to a database; data collected from mobile devices, including cell phones
and tablets; data obtained from wearable devices; observational studies, in which patient data are recorded
based on routine clinical care but no intervention is given as part of the study; survey data obtained from
patients, healthcare professionals, or caregivers; and even data obtained from social media.?'©

Data relating to patient health status and/or
the delivery of healthcare collected outside of clinical trials.

Sources of real-world data can include:

[© = =
Medical records Claims databases Registry data Mobile and wearable Observational Survey data  Social media

devices

studies

il

Real-World Evidence
Clinical evidence regarding the use and potential benefits or risks
of a medical product derived from analysis of real-world data.

can be particularly helpful when trying to find differ-
ences among drugs that have not been directly
compared in a clinical trial.

The value of RWE extends beyond assessing the
effectiveness of a particular medication: RWE can
help HCPs understand the practical and logistical
issues that patients and their caregivers face during
freatment, and how their quality of life can be af-
fected (see An Example of the Power of Real-World
Evidence on page 5).'*' According to Dr. Stull, by
understanding how medicines work in the real world,
researchers and HCPs can identify areas that need
improvement. She added that the discoveries made
with RWE can become the basis for new RCTs.

Regulatory agencies, such as the US Food and
Drug Administration (FDA) and the European Medi-

l 6

cines Agency (EMA), as well as health authorities in
Japan, China, and Canada, have begun o recog-
nize the value of RWE. In fact, both the FDA and EMA
have published guidance on the use of RWE to
support clinical frial data.’'” Insurance companies
and other healthcare payers have also begun rec-
ognizing the value of RWE.'"®' “Using RWE is a field
that is gaining more and more traction,” said Dr.
Cherepanov. “Clinical frials are still the gold standard
for assessing drug efficacy and safety, but RWE is an
important component and complement to that gold
standard.” Although the use of RWE is growing in all
aspects of healthcare, room sfill exists for greater in-
corporation of RWE intfo tfreatment decision-making.

As with clinical frials, there are some limitations
with RWE studies as well. One such limitation is that

April 2020 « Conquer-magazine.com



Table. How Randomized Controlled Trials Differ from Real-World Evidence'
Many differences exist between classic clinical trials and RWE, allowing one to address the limitations
of the other.

Characteristics

Randomized Controlled Trials

Real-World Evidence

Purpose Determine efficacy in

experimental setting

an

Determine effectiveness in a real-
world setting

Treatment regimen

Fixed from the start of the study

Adaptable, based on patient needs

Included patients More exclusive sampl

e

More inclusive sample

Physician in charge of care | Study investigators

Many types of healthcare
professionals

Comparisons made

Most often to placebo or to select
competing treatments

Can be made to all/any competing
freatments

Patient follow-up

Strict, according to study protocol

Variable

real-world studies are not randomized, meaning
that known and unknown human characteristics,
and even choices, can affect the study results. For
example, HCPs may, purposefully or without intend-
ing to, prescribe one treatment for healthier pa-
tients and another freatment for sicker patients.
Also, unlike in those phase 3 clinical trials that are
double-blind, both HCPs and patients in RWE studies
know which freatment is being used. This may influ-
ence how outcomes are reported. Finally, the ev-
er-present challenge exists of missing information in
RWD. For example, HCPs may not record a patient’s
height, weight, or blood pressure at all office visits.°
Knowing the limitations of both clinical trials and
RWE is important for their appropriate use. “The first
step in addressing these challenges is to ensure that
the readers and users of these data...understand
that these results [from real-world and clinical trials]
complement each other and enhance our under-
standing of how therapies perform in a broader
population of patients,” Dr. Stull indicated.
Collecting and maintaining reliable RWD is im-
portant for generating high-quality RWE. Often,
large amounts of data on a medical condition can
be obtained from patient registries, which collect
standardized information on outcomes from a
group of patients who share a common medical
condition or experience. The quality of these data
can be highly variable, depending on where they
are collected. “Europe consists of 30-plus countries.
Each of them has different data sets and registries,”

|7

noted Emilie Prazakova, Patient Advocacy Lead at
Takeda in the EU region. “Nof all countries have
good registries for real-world evidence.” The cre-
ation of larger, better-maintained data sefs is one
way in which to overcome these problems. Within
the multiple myeloma community, a number of ini-
tiatives, including INSIGHT MM, HealthTree, and
Noona, are doing just that.

INSIGHT MM OBSERVATIONAL STUDY
The INSIGHT MM observational study is evaluating
the real-world effectiveness of treatments for pa-
fients with multiple myeloma from around the world
(Figure 3).3 Designed to study more than 4,000 pa-
fients with newly diagnosed or relapsed/refractory
multiple myeloma in 15 countries for at least 5 years,
INSIGHT MM is the largest observational study of its
kind to date. This real-world study was initiated in re-
sponse to the rapidly changing and growing com-
plexity of the multiple myeloma freatment land-
scape. As Dr. Stull explains, “The data collected in
INSIGHT MM will allow us to gain a better understand-
ing of how multiple myeloma is managed globally,
assess the impact of different therapies on patient
outcomes, and identify gaps in freatment, both at
the country level and on a global basis.” In addition,
the study collects data submitted directly by pa-
fients. These data, referred to as patient-reported
outcomes, include such issues as quality of life (that
is, how patients perceive their physical and mental
health over time) and the use of healthcare resourc-
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INSIGHT MM at a Glance

The goal of INSIGHT MM is to identify treatment patterns based on patient and disease characteristics
to achieve improved outcomes in individuals with multiple myeloma.
Start date: July 2016
Number of patients: Approximately 4,200 patients with newly diagnosed or relapsed/refractory
multiple myeloma
Belgium, Brazil, China, Colombia, France, Germany, Greece, Israel, Italy,
Mexico, Spain, Taiwan, Turkey, United Kingdom, United States
INSIGHT MM is no longer enrolling new patients, but new data derived from

Countries:

How to get involved:

the study are published regularly. Study details and results can be followed
using the ClinicalTrials.gov identification code NCT02761187.

Figure 3. Geographic Regions Included in the
INSIGHT MM Study?

A total of 15 countries in North America, South
America, Europe, and Asia are participating in
INSIGHT MM.

M United States
M Latin America
M Europe

Asia

Reproduced from Future Oncol. 2019;15(13):1411-1428 with
permission of Future Medicine Ltd.

es. INSIGHT MM is also exploring relationships among
disease characteristics, symptoms, treatment pat-
terns, and clinical outcomes.

Since the onset of the INSIGHT MM study in 2016,
researchers have already observed differing trends
in mulfiple myeloma treatment. “We have learned
that there really is no standard of care in how pa-
tients with multiple myeloma are treated globally,
which is more predominant in the relapsed/refrac-
fory setting than in the newly diagnosed setting,”
said Dr. Stull. “This might be attributed to differences
in drug availability or fo the freatment guidelines
that are available.”

Many patients who would be ineligible to partic-
ipate in an RCT are contributing to the findings of
the INSIGHT MM study. Indeed, a 2019 analysis has

| 8|

shown that nearly 40% of the patients included in
INSIGHT MM would not have been eligible to enroll
in RCTs.2 In particular, patients with a history of
other cancers, decreased kidney function, or an ir-
regular heartbeat would likely be excluded from
other studies, but are eligible for INSIGHT MM.2° With
its relatively few eligibility criteria, the INSIGHT MM
study is allowing a broader population of adult pa-
fients with documented informatfion about their
disease and freatment to participate. This is partic-
ularly important, as multiple myeloma is a disease
that varies significantly from patient to patient, re-
quiring that freatments be tailored to each individ-
ual. Because of this variability, it is difficult fo define
one global standard of care.

With its large collection of data, INSIGHT MM has
highlighted other challenges faced by patients in
different regions of the world. One particular chal-
lenge is access to effective treatment. As Dr. Omel,
who is also a member of the INSIGHT MM steering
committee, explained, “Part of the problem for pa-
tients in Europe, Asia, and absolutely in Latin America,
is that they don't have access fo many of the drugs
that we have in the United States...in general, we
don't have the accessibility issues that they have in
these other parts of the world.” These accessibility is-
sues are a significant problem for patients with multiple
myeloma, among whom the best outcomes depend
on receiving combinations of freatments, one after the
other. In those situations in which patients have fewer
available options, tfreatment strategies may be more
limited and result in poorer outcomes. “They use the
drug that they're taking to try to get as much benefit
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out of it as they can, and they don’t have other
agents fo back it up,” Dr. Omel pointed out.

Results collected from INSIGHT MM are shared reg-
ularly with the multiple myeloma community, to ad-
vance our understanding of how patients with multi-
ple myeloma are treated, and the outcomes when
certain therapies are used as part of routine clinical
practice. Clinicians can also request data directly by
contacting the INSIGHT MM study steering commit-
tee. By sharing this important information on how to
best use freatments to improve patient outcomes,
INSIGHT MM is not only helping tfoday’s patients, but
is also contributing to the design of future studies.
Assessing the results from both RCTs and from real-
world studies such as INSIGHT MM will allow us to
better understand the effectiveness of treatments
and fo help reveal patients’ unmet medical needs.

HEALTHTREE

HealthTree is a software tool that allows patients
with multiple myeloma to enter their own informa-
tion and merge it info a large patient network. It
also provides patients with access to a number of
interactive educational and healthcare tools (Figure
4).2' "You can frack your disease. You can see your
personally relevant treatment options at your
stage...you can see clinical trials that you can join,”
noted Jenny Ahlstrom, a survivor of multiple myelo-
ma who is also a patient advocate, founder of
Myeloma Crowd, and creator of HealthTree.

By giving patients the opportunity to input their
own data, HealthTree is designed to capture infor-
mation that other sources of real-world data may
miss. According to Ms. Ahlstrom, “We realized that
electronic health records contained only about 8%
of a patient’s complete data.” Questions such as,

BY SHARING THIS
IMPORTANT INFORMATION
ON HOW TO BEST USE
TREATMENTS TO IMPROVE
PATIENT OUTCOMES,

INSIGHT MM IS NOT
ONLY HELPING TODAY'S
PATIENTS, BUT IS ALSO
CONTRIBUTING TO THE
DESIGN OF FUTURE
STUDIES.

“What can you do on your owne¢” “Do you have an
autoimmune disordere” and “Do you have quali-
ty-of-life issuese” are not commonly asked or re-
corded by HCPs. Making matters even worse, the
data that are collected can often be spread across
numerous different databases and may not include
the information that patfients have provided.
HealthTree provides a single database that is popu-
lated by patients and can be linked to their online
electronic healthcare records on their mobile de-
vices, which can then help them and their health-
care team work together during treatment. Patient
profiles are further validated against both the paper
and the online medical records.

HealthTree at a Glance

Start date: October 2018
Number of patients:
Country: United States

How to get involved:

By providing patients with the opportunity to input their own data, HealthTree is designed to capture
information that may be overlooked by other sources of real-world data.

More than 5,000 patients with multiple myeloma

Patients, caregivers, or physicians interested in participating in HealthTree
can do so directly by accessing the website www.healthtree.org.

9l
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Figure 4. HealthTree Data Entry Page?
After creating an account at www.healthtree.org, patients can create their own profile, including details on
their diagnosis, their current health, their freatments, and more.
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What Can Users Do on HealthTree?
HealthTree offers patients, caregivers, and physi-

cians a number of ways in which fo participate in
the multiple myeloma community. Some features
of the platform include the following?':

Track My Myeloma

See My Treatment Options

Learn af HealthTree University

Find and Connect with Other Participants
Find Relevant Clinical Trials

Find Financial Assistance

View Reports and Data

Accelerate Myeloma Research

Share Your Myeloma Story

Donate Records

Researchers can also access the HealthTree
database to create RWE. By analyzing the survey
data from the more than 5,000 US-based patients
registered in HealthTree, investigators can pose
new scientific questions. “For example, one of the

10l

doctors said, ‘Il want to know if patients have been
vaccinated after myeloma therapy,’” Ms. Ahlstrom
indicated. “He asked about the flu, he asked about
shingles, he asked about pneumonia vaccines...
about everything. We were able to get 550 patient
responses in a few weeks.” Other ongoing studies
are exploring possible links between multiple my-
eloma and the microbiome (that is, the native bac-
teria that live on and inside our bodies) or im-
mune-mediated disorders such as the chronic skin
condition psoriasis. Because RWD provide informa-
tion on large numbers of patients, even potentially
rare combinations of conditions (for example, hav-
ing both multiple myeloma and psoriasis) can be
studied in a way that is impossible to do in a clinical
frial. This is one way in which RWD are giving a voice
fo the voiceless.

Challenges with HealthTree are similar to those
with other programs that rely on patient-reported
data. One obstacle has been how to make contact
with “difficult-to-reach” patients. Because patients
with multiple myeloma tend to be older, they may
not be as active or as comfortable with using these
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BY GIVING PATIENTS
THE OPPORTUNITY

TO INPUT THEIR OWN
DATA, HEALTHTREE IS

DESIGNED TO CAPTURE
INFORMATION THAT OTHER
SOURCES OF REAL-WORLD
DATA MAY MISS.

types of online platforms or with sharing their medi-
cal history. Another challenge is ensuring that pa-
tient-reported data are sound enough to be able to
draw strong conclusions. “What we’re working on
now is more data reporting, more data validation...
going back and making sure we've validated the
data against their medical records and their chart,”
said Ms. Ahlstrom.

With enhanced reliability of the database, Ms.
Ahlstrom is looking forward to expanding the use of
HealthTree in multiple myeloma research. “We want
fo thoroughly validate our data. We want the re-
searchers to trust the insights and have confidence
that the data have undergone a vefting process.
We are building a long-term relationship with pa-
tients over the lifetime of their disease,” she said.

NOONA

Noona is a third-party Internet-based service for
patients with cancer that is designed to capture
patient-reported outcomes. To date, the service has
been used by more than 10,000 patients with can-
cer in 10 large cancer centers across the United
States and the European Union. Noona was creat-
ed with the goal of taking advantage of the
high-quality healthcare data collected in Finland
and develop a system to drive earlier interventions
and better outcomes for patients with cancer.
Initially tested in patients with breast cancer, the
service has since been rolled out to patients with
multiple myeloma, in a partnership between Varian
(the owner of Noona) and Takeda. “After 1 or 2
years of piloting, the Finnish pilot clinics have en-
rolled more than 200 myeloma patients onto the
Noona platform,” said Carmen Cucul, Customer
Experience and Learning & Development Lead at
Takeda. “Based on that [success], we are now scal-
ing up in several European countries.”

Noona offers patients the ability to monitor their
symptoms in real time and to communicate directly
with their healthcare team (Figure 5). These features
are designed to improve clinical care while gener-
afing RWD at the same time. Like the HealthTree
program, Noona is based on outcomes reported by
the patient rather than on outcomes reported by
the HCP. This allows the patient to be an active par-
ficipant in his or her own care.

Asking patients about their symptoms at office
visits has ifs limitations. For example, patients often
remember recent symptoms better and experience

Noona at a Glance

a clinic visit, or change a prescripfion.
Start date: 2017
Number of patients:
Countries:

How to get involved:

Noona allows an oncology patient’'s healthcare tfeam access to information on real-time symptoms,
thus enabling them to recognize early warning signs, provide patients with self-care instructions, schedule

Approximately 200 patients with multiple myeloma

Finland, Germany, Spain (active as of time of publication)

Switzerland, The Netherlands (wave 2)

Patients from select clinics from the above countries can participate in the
Noona project by speaking with their care team for details.

[11]
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Figure 5. Noona Mobile Application

With the Noona phone app. patients can frack
their symptoms in real time and receive quick
support from their care team when needed.

Image courtesy of Varian. Used with permission.

NOONA ALLOWS ACCESS
TO REAL-TIME SYMPTOM
INFORMATION, THUS
ENABLING CARE TEAMS
TO RECOGNIZE EARLY

WARNING SIGNS, PROVIDE
PATIENTS WITH SELF-CARE
INSTRUCTIONS, SCHEDULE
A CLINIC VISIT, OR
CHANGE A PRESCRIPTION.

a difficult time describing symptoms to their HCP.
“Even a patient diary or patient monitoring check-
list...it's not the most up-tfo-speed monitoring,” Ms.
Prazakova explained. “[Noona] is almost 24-hours-
a-day, real-time monitoring,” she added, “and
we've seen that continuous sympfom moniforing in
other cancers can improve oufcomes for patients.”

121

takehold .

In addition to forgetting information during the time
between clinic visits, patients can be unsure of the
severity of their symptoms or experience difficulty
providing answersto medicalquestions. Furthermore,
care teams are unable fo adjust therapy when a
patient is at home. They may not be able to assess
the severity of a patient’s complaint by phone and
may be unable to deal with unscheduled phone
calls or clinic visits.

Noona addresses many of these challenges
faced by patients and their care teams. Patients
can report their symptoms from home at any time
and have access to their healthcare team via the
platform. Most importantly, they only need to click
on their symptom and the severity without having to
describe anything or to think of the right word. For
care teams, Noona allows access to real-time
symptom information, thus enabling them to recog-
nize early warning signs, provide patients with self-
care instructions, schedule a clinic visit, or eventual-
ly change a prescription.

Studies have shown that programs such as
Noona, which provides real-time fracking of pa-
tient-reported symptoms, have many benefits in
routine cancer care. Although not yet demonstrat-
ed in patients with multiple myeloma, researchers in
both the United States and Europe have reported
that such programs can improve patient survival,
enhance quality of life, and lead to fewer emergen-
cy department visits and hospitalizations compared
with standard clinical follow-up.???* Patients using
Noona have also reported emotional benefits, in-
cluding greater peace of mind, as well as a feeling
of greater control over their own health and treat-
ment management. “If you are using Noona, you
have, in a way, an open channel of communica-
tion. It's not like you would be able to chat with your
nurse immediately, but what we have heard from
the patients is that the response is something be-
tween 2 to 4 hours, on average,” Ms. Prazakova
explained. “That gives you a pretty fast response. It
also gives you a different feeling of security...of
being taken care of.” Patients have also highlighted
the self-explanatory, user-friendly nature of the
Noona application.

HCPs have also observed benefits with use of the
Noona platform. Care teams can frack a patient’s
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symptoms over a long period of time, which allows
them to make improved freatment decisions and
permits interventions outside of a scheduled visit.
Communication between patients and their health-
care team is therefore made more efficient, with
better identification of those patients in need of
closer follow-up, along with overall time-savings be-
cause of fewer phone calls, emergency depart-
ment visits, and hospitalizations.

The Noona project in mulfiple myeloma is current-
ly ongoing, with plans to continue European expan-
sion outside of Finland. “We plan to have, by end of
this year [2020], up to 10 clinics with approximately
50 patients each,” said Ms. Cucul. “Why do we
hope to get such large number of patients in this
programe Because then we start kicking in with the
evidence-generation part of the project.” Moving
forward, Takeda Oncology has plans to leverage
the electronic patient-reported outcomes (ePROs)
collected in the Noona platform: symptoms and
quality of life, to be more precise. At a later stage,
the company might decide to sponsor studies link-
ing these ePROs with clinical and treatment-related
data from patients’ health records. If pursued, such
studies could investigate the effectiveness of treat-
ments for multiple myeloma and whether symptom
monitoring through the Noona platform improves
such outcomes, in addition to increasing patient
and healthcare provider satisfaction with care, and
reducing the use of healthcare resources.

CONCLUSIONS

In patients with multiple myeloma, approved
freatments have the potfential to help them lead
longer, healthier lives. Although RCTs have been
and will continue to be critical for testing the effica-
cy and safety of these agents, RWE is necessary to
confirm their effectiveness in the broad patient
population observed in routine clinical practice. In
other words, RCTs and RWE can be used together to
better understand how freatments work across vari-
ous patient types. Similar to building a structure,
RCTs provide the foundation, whereas RWE provides
more details. Only by evaluating all of the available
data will HCPs become fully informed on the best
combinations and order of these treatments. The
number of questions that can be addressed with

[13]

robust RWE is numerous. Patients can contribute to
these efforts either by collaborating directly with
programs such as HealthTree or by speaking with
their care team about opportunities in their clinical
area. Patient organizations and online communities
may provide additional opportunities for patients to
share their experience. ¢
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