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Oncology is a uniquely complex therapeutic area. Despite this,
developers crowd the field, drawn by scientific advances and
a relentless passion for helping patients with unmet needs,
especially in solid tumors.
The global, industry-wide focus on cancer has placed it at the forefront of regulatory, scientific, and clinical advances,
from expedited mechanisms to biomarkers to adaptive trials. And the coronavirus pandemic has accelerated
adoption of further innovations, such as decentralized clinical trials (DCTs) and real-world evidence (RWE), that
regulators had been slow to accept. There will be no going back to a pre-COVID world. Cancer drug development
will adapt accordingly.
In the last five years, the competitive intensity has increased exponentially, with multiple players pursuing similar
targets and vying for highly defined patient subsets. For example, the race to develop advanced cell therapies has
exploded in China. Recent regulatory reforms and four million new cancer cases per year make it an excellent place
to conduct clinical trials.
To succeed, developers need to create cancer drugs that are both approvable and reimbursable. They must use novel
regulatory pathways to speed development, tell a coherent, data-driven value story, and show that new therapies
are relevant to patients’ real lives. Because the right commercial strategy is critically important, they must begin with
the end in mind.
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We’ve gathered insights from Parexel experts in this eBook
to help companies bring new cancer therapies to patients.
We cover four strategic imperatives:

Expert spotlight
Vivek Mittal, Ph.D.
Partner and Managing Director
Health Advances
Vivek leads Health Advances’ San Francisco
office and has expertise in translational

Incorporate novel surrogate endpoints

Make trials patient-friendly

medicine through his work across

Many cancer patients could benefit from taking part in clinical trials

With the outbreak of the COVID pandemic, sponsors, investigators, and

therapeutics, diagnostics, and life science

earlier in the course of their disease. But this will require new endpoints

regulators kept trials running by incorporating home nursing, telehealth,

tools. Vivek leverages his scientific background

that can show efficacy sooner. Oncology drug developers are pioneering

and mobile technologies. While fully decentralized trials (DCTs) may

to help companies discover, develop, and

the use of novel intermediate endpoints.

not be as feasible in cancer as other diseases (cancer studies need

commercialize novel technologies. He focuses

radiographic images to determine disease progression), it’s clear that

on opportunity identification, either for new

hybrid models could work well and potentially attract a more diverse

platform technologies or for companies

patient population. Companies can design trials that are better for

seeking to expand into new markets, with

patients by listening to them.

particular expertise in oncology and orphan

– Read “New endpoints for early-stage cancer are gaining regulatory traction”

Leverage new data sources
Real-world data (RWD) from electronic medical records, insurance

– Read “Advice for trial designers from a cancer patient”

claims, and disease registries have expanded what we can learn about
patient outcomes. But turning RWD into valuable real-world evidence
(RWE) is a complex process due to the heterogeneity of the datasets
and the lack of established statistical guardrails, among other things.
High-quality RWE that can support regulatory and payer decisions will,
however, be part of the future.
– Read “Five lessons for building an external control arm that regulators
can use”

Build value from the start
There are two critical factors that affect pricing and commercial success.
First, whether the drug is curative or extends life for a matter of months.
The pricing will look quite different for each of those scenarios.

disease. Vivek earned his Ph.D. in Molecular
Cell Biology at Washington University in Saint
Louis, studying G-protein regulation.
Ned Wydysh, Ph.D.
Vice President
Health Advances

Second, the benefits-to-side effects ratio. If a drug is curative but too

Ned has extensive experience helping

toxic to tolerate, patients may not benefit. For a drug to be commercially

companies advance novel therapeutics. He

successful, these and other questions must be addressed as part of a

specializes in crafting development and

drug’s potential value proposition at the beginning of development.

commercialization strategies, assessing

– Read “Five strategies to get a new cancer drug reimbursed in Europe.”

opportunities, prioritizing portfolio assets,
evaluating the competitive landscape, and
forecasting. A co-leader of the Cell and Gene
Therapy practice and a leader of the internal

These four areas are all critical to determining which therapies will ultimately benefit patients.
Going forward, we believe they will shape cancer drug development.

Oncology Business Development Committee,
he has worked in solid tumor oncology,
hematologic malignancies, and orphan/genetic
diseases. Ned received his Ph.D. in Chemistry
from Johns Hopkins University.
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New endpoints
for early-stage
cancer are gaining
regulatory traction
Amy McKee, M.D.
Head of Regulatory Oncology, Parexel
Jorge Camarero, Ph.D.
Vice President, Regulatory Consulting, Parexel

Using the standard regulatory endpoints of overall survival
(OS) and progression-free survival (PFS) may not be feasible
in some early-stage cancer trials due to the time it would take
to reach the number of patient deaths and disease progression
events to demonstrate efficacy. Novel endpoints that can
offer quicker insights into the short- or long-term clinical
benefits of new cancer drugs are needed, especially for earlystage cancer, and immediately before (neoadjuvant) and after
(adjuvant) primary treatment.

6

Former regulators Amy McKee and Jorge Camarero bring more than two
decades of experience reviewing oncology drug applications at the FDA and EMA,
respectively. Amy most recently served as Deputy Center Director at the FDA’s
Oncology Center of Excellence (OCE) and Supervisory Associate Director of the
Office of Hematology and Oncology Products (OHOP) within the FDA’s Center for
Drug Evaluation and Research (CDER). She managed four divisions performing the
scientific review and evaluation of hematology and oncology drugs and biologics.
Jorge served as an alternate member of the Committee for Medicinal Products
for Human Use (CHMP) and as a member of the EMA’s Oncology Working
Party. Before that, he was Head of the Oncology Area for the Spanish Agency for
Medicines and Medical Devices (AEMPS); a Pharmaceutical Inspector for the
Spanish Government’s Health Department delegation; and a Regulatory Clinical
Assessor in Oncology for the AEMPS.
Jorge and Amy now use their regulatory and life science experience to help
Parexel’s clients through the regulatory process, navigating rapidly evolving
landscapes related to oncology endpoint selection, regulatory meetings and
submissions, compliance, and market access.

The FDA and EMA have shown some flexibility in
accepting new endpoints in regulatory decision-making
for early-stage cancer treatments. For example, the
agency has accepted minimal residual disease (MRD),
pathologic complete response (pCR), and metastasisfree survival (MFS), among others, for both accelerated
and regular approvals (Table 1).
Regulatory acceptance of a surrogate endpoint
depends on whether and how well its relationship
to long-term clinical benefits can be demonstrated
and whether it can be accurately measured. In some
circumstances, new disease measures may be accepted
as valuable stand-alone endpoints, capable of showing
a clinically meaningful delay in the appearance of
distant disease (metastases).
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Three promising new endpoints
Some of the most promising novel and intermediate endpoints
for early-stage cancers are:

1

Minimal
residual
disease in
blood
cancer

Minimal residual disease (MRD) is defined as
when cancer cells remaining after treatment
can’t be detected by scans or lab tests,
but cancer has not been fully eradicated.
Regulatory acceptance of this endpoint as
the basis for full marketing approval (versus
conditional or accelerated approval) has been
slow, even though it may have prognostic value
for OS in many blood cancers.

Regulators have not yet established MRD as

In January 2020, the FDA issued guidance

a surrogate endpoint and, to date, it has only

which established that MRD may be

supported accelerated approval. But a closely

acceptable evidence of efficacy in acute

related endpoint, known as major molecular

lymphoblastic leukemia (ALL). However, the

response (MMR), has long been accepted as

guidance specified that MRD cannot be used

evidence of efficacy for regular approval of

as the basis for marketing approval in multiple

drugs to treat chronic myeloid leukemia (CML)

myeloma, chronic lymphocytic leukemia, or

because there is evidence that MMR predicts

acute myeloid leukemia. In CML, sponsors can

improved long-term outcomes.

use MMR—with clearly defined thresholds and

Table 1. Novel and intermediate endpoints in cancer
Endpoint

Definition

Example

Minimal residual disease
(MRD)

In ALL: the presence of leukemic cells not detectable
by microscopy and measurable by standardized
methods with a sensitivity of 0.01%.

March 2018 accelerated
approval* –
Blincyto for B-cell precursor
acute lymphoblastic leukemia

Pathologic complete response
(pCR)

In neoadjuvant therapy of breast cancer: the absence
of residual invasive cancer on hematoxylin and eosin
evaluation of the complete resected breast specimen
and. all sampled regional lymph nodes following the
completion of neoadjuvant systemic therapy.

September 2013 accelerated
approval –
Perjeta combination
neoadjuvant and adjuvant
therapy for early-stage breast
cancer

Metastasis-free survival
(MFS)

In prostate cancer: the time from randomization to the
time of first evidence of distant metastasis (new bone
or soft tissue lesions or enlarged lymph nodes outside
the pelvis), or death due to any cause, whichever
occurred first.

February 2018 regular approval
– Erleada for non-metastatic,
castration-resistant prostate
cancer

methodology—along with evidence that MMR
In 2018, in its first-ever decision on a

predicts improved long-term outcomes in PFS

molecular assay to detect MRD, the FDA

and event-free survival (EFS).

granted Blincyto (blinatumomab) accelerated
approval for relapsed or refractory acute

Long-term outcome data is needed to support

lymphocytic leukemia (ALL) with MRD greater

MRD as a surrogate endpoint for clinical

than or equal to 0.1%. The primary efficacy

benefit in most hematologic cancers.

endpoint of the single-arm pivotal Phase II trial
was complete MRD response status after one

One problem has been the lack of a

blinatumomab cycle; the secondary endpoint

standardized threshold for MRD detection

was hematologic relapse-free survival (RFS) at

linked to improved long-term outcomes.

18 months.

Different studies use different thresholds,
and there is currently no expert consensus.
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*Accelerated approval based on MRD with supportive data from a prior approval based on OS.

2

Pathologic
complete
response in
neoadjuvant
breast cancer

Pathologic complete response (pCR) is not yet
an established surrogate endpoint for regular
approval in the neoadjuvant breast cancer
setting, in part because the data are mixed.
For example, the FDA and an international
working group performed a meta-analysis of

To date, the FDA has approved one
breast cancer drug with pCR as the
primary endpoint—Perjeta (pertuzumab)
in combination with trastuzumab and
chemotherapy for neoadjuvant treatment of
patients with HER2-positive, locally advanced,
inflammatory, or early-stage breast cancer.
This approval was based on a two-trial
model: a neoadjuvant study demonstrating
a 17.8% absolute improvement in pCR rate
led to accelerated approval, and an adjuvant
study demonstrated improvement in invasive
disease-free survival (IDFS), the time from
randomization to invasive recurrence or death.

3

Metastasis-free
survival
in prostate
cancer

In 2018, the FDA approved Erleada for

Acceptance of MFS was important for

non-metastatic prostate cancer using the

men at a certain point in their journey with

metastasis-free survival (MFS) endpoint for

prostate cancer. Assessing the benefits of

the first time. Cancer researchers cheered

new therapies for men with non-metastatic

the agency’s recognition of MFS. But while

castrate-resistant prostate cancer was difficult

it sounds commonsensical that not having

because trials using traditional endpoints took

12 clinical trials that enrolled almost 12,000

For regulatory purposes, it’s unclear whether

metastases is to a patient’s benefit, it remains

too long. MFS, on the other hand, allowed

patients and did not find a correlation at the

pCR can be introduced as an endpoint in

to be proven whether they live longer or have

sponsors to measure an earlier endpoint that

trial level between pCR and improved OS or

other solid tumors, but there are reasons it

a better quality of life.

is clinically meaningful for a patient population

EFS. However, at the patient level, the meta-

might not work. Definition(s) for pCR in breast

analysis found that breast cancer patients who
attained pCR had improved survival, especially
those with aggressive tumor subtypes.
A July 2020 FDA guidance established
development pathways for products in
neoadjuvant indications. It specified the pCR
endpoint for accelerated approval and the
EFS, OS, and disease-free survival (DFS)

cancer are well-developed because pCR rates
have been investigated and published in the
medical literature for multiple therapies.
Breast cancer screening results are available
in the neoadjuvant, curative-intent setting for
a large population. Other solid tumors with
less routine screening do not have such large
datasets.

endpoints for regular approval.
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that had no treatment options until their
The rationale is as follows: MFS may be

disease metastasized. Thus, the use of MFS

related to time-to-symptomatic-progression

to measure clinical benefit brought new

(TTSP), an endpoint that relies on delayed

therapies to patients who otherwise had to

symptoms increasing patients’ quality of life.

wait-and-watch.

Symptom delay may have the added benefit of
postponing other treatments for metastatic
disease, which could help patients avoid the
toxicities of those treatments.

“Companies that
incorporate surrogate
intermediate endpoints
in developing earlystage cancer drugs may
determine efficacy faster
and more efficiently than
those that don’t.”
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Amy has 11 years of experience in the U.S.

Jorge has more than 15 years of experience

Food and Drug Administration, most recently

within the EU regulatory system, primarily

Treating cancer early
demands faster endpoints

in the role of Deputy Center Director,

in oncology and advanced therapies, small

Oncology Center of Excellence (OCE) and

molecules, monoclonal antibodies, biosimilars,

Supervisory Associate Director, Office of

and other protein products. He served as an

Hematology and Oncology Products (OHOP),

alternate member of the EMA’s Committee

Center for Drug Evaluation and Research

for Medicinal Products for Human Use

Developing cancer drugs for patients in earlier stages of disease
demands clinical trial endpoints that can be reached more quickly
than traditional ones. This is important because evidence suggests
that treating early-stage cancer is the most effective way to reduce
its burden on patients and on society.

(CDER). She was the signatory authority for

(CHMP) and member of the Oncology

products within OHOP, responsible for four

Working Party. Before that, he was Head of

divisions performing the scientific review

the Oncology Area for the Spanish Agency

and evaluation of hematology and oncology

for Medicines and Medical Devices (AEMPS).

therapeutic drugs and biologics subject to

Jorge has a Ph.D. degree in Pharmacology

regulation by the CDER. Amy received her

from the Complutense University of Madrid.
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M.D. degree from Tulane University.

Five lessons for
building an external
control arm that
regulators can use
Leanne Larson
Senior Vice President & Head of Real-World Evidence and Access, Parexel
Martin Roessner
Corporate Vice President, Biostatistics, Parexel

As the world raced to develop vaccines and therapeutics
to combat the global coronavirus pandemic in 2020,
the use of real-world evidence (RWE) accelerated
because it supports faster, more cost-effective drug and
vaccine development. And the FDA is at the forefront of
exploring how RWE could support regulatory decisionmaking in other therapeutic areas, including cancer. To
date, the agency has allowed the use of RWE to support
revisions of approved indications or drug-combination
labels in post-marketing studies and for guiding clinical
trial design. The next frontier is using it to demonstrate
efficacy. At Parexel, we’ve learned how companies can
be more effective at collecting real-world data (RWD)
and generating RWE.
11

When it is unethical, impractical, or
untimely to enroll a concurrent placebo
or standard-of-care (SoC) arm in a cancer
clinical trial, sponsors often conduct
single-arm studies. But it’s hard for
regulators to evaluate a drug’s effect
without a comparator. The problem is
worse in orphan and ultra-rare cancer
trials, which enroll a smaller number of patients.

One solution is to generate an external control arm (ECA) based on
real-world evidence (RWE). While the FDA does not currently accept an
RWE-based ECA in place of a randomized controlled trial (RCT) to prove
clinical efficacy, the agency is open to exploring the approach. Combined
with traditional clinical trial results, ECAs could generate valuable data
and insights for cancer patients.
To date, the FDA has made clear that a valid ECA needs patient-level data
from a cohort of patients matched one-to-one with an active trial arm,
with clinical endpoints measured the same way in both arms. Meeting the
agency’s exacting standards for completeness of data and consistency with
the active arm protocol demands specialized epidemiologic, biostatistical,
and clinical skills. Parexel has collaborated with clients and regulators to
design and build multiple ECAs, and we can offer five lessons we learned.
1. Start with a feasibility analysis

2. Design a rigorous study

To support regulatory decisions, RWE needs to

An ECA is a prospective an innovative protocol

meet the highest possible thresholds of quality

to collect and analyze retrospective data

and completeness. The RWD that generates

as a comparator: it should be as rigorous

RWE must meet those same standards.

in design as a traditional clinical trial (CT).

Therefore, a full-scale feasibility analysis of

It should answer a causal question and use

available data sources must be made before

observational data to explicitly emulate the

you can decide whether an ECA is realistic.

ideal (hypothetical) randomized trial arm

Review the possible RWD sources to
understand what is available, the completeness
and accuracy of the various datasets, and
whether you will have enough data to answer
your questions. If you are conducting a global

“An ECA is an innovative
protocol to collect and
analyze retrospective data
as a comparator: it should
be as rigorous in design as a
traditional clinical trial.”
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that would answer the same question if
circumstances allowed. The eligibility criteria,
treatment strategies, start and end of followup, outcomes, and analysis plan are the same
for the ECA and the active arm.

development program, this can be challenging

Building an ECA is not a straightforward

as data-privacy rules vary by region, country,

process like using a historical control. For

and institution. To address this, you may need

example, historical controls don’t match

to combine secondary data sources with on-

patients 1:1 or balance baseline covariates

site retrospective chart reviews. And you will

against an active protocol. RWE is not a

certainly need to de-duplicate and aggregate

shortcut: You can consider RWE when

the data once you have chosen your sources.

you need quick answers, and it can be less

RWE-based ECAs won’t work for all trials,

expensive to gather data, but it’s not always

however. For example, in diabetes or non-

faster, cheaper, or easier.

orphan oncology indications, it is preferable to
conduct an RCT to avoid selection bias.

3. Collaborate with regulators

4. Invest in RWE skill sets

5. Anticipate regulatory pushback

Even if you believe you have the correct

RWE needs specialized analytic approaches

Compelled by the 21st Century Cures Act,

volume and quality of data, you must win

and different methodologies than those

the FDA is exploring the role of RWE, but

buy-in from regulators and confront

used to analyze traditional CT data. Ingesting

there is no consensus yet on the acceptability

challenges head-on.

and normalizing data from multiple datasets

of ECAs or whether they can support or

requires data and analytic technologies

supplant RCTs. Regulators want RWE to meet

and knowledge of data science and medical

evidentiary standards and to be meaningful

informatics.

and defensible.

higher unmet need. FDA guidance documents

It takes specific epidemiologic and

Even developers that follow best practices and

due at the end of 2021 may provide greater

biostatistical expertise to design a RWE

understand regulatory expectations precisely

clarity and a clearer regulatory pathway for

study, pair it with a clinical trial, and draw

cannot take it for granted that agencies

ECAs and other applications of RWE. Until

valid conclusions from the data. Despite

will accept an ECA to support approval.

then, companies must negotiate with the

every effort to match data at the patient

Regulatory understanding of RWE is likely to

agency to build an ECA that meets regulators’

level between a CT and an ECA, the ECA

grow over time, albeit slowly, and companies

needs and fits the disease context.

analytic plan may need to differ slightly to

that help advance the field may gain a

deal with data shortcomings, missing data, or

competitive advantage.

The FDA will consider an ECA on its merits.
We have seen higher acceptance rates in rare
disease and oncology settings where there is a

At Parexel, we rely on our ex-regulators to
engage in and interpret agency discussions
and supply insight on what the agencies may
prioritize. Regulators’ views are evolving as

data imbalances. The analysis must address
confounders, potential bias, and “noise” in the
data in an accepted manner.

they explore what they need and what they
can expect from RWE. Sponsors can engage in
that process.

“Regulators want RWE to meet evidentiary standards
and to be meaningful and defensible. Even developers
that follow best practices and understand regulatory
expectations precisely cannot take it for granted that
agencies will accept an ECA to support approval.”
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What ECAs mean for patients

Enrolling patients and running a concurrent control arm for a Phase II cancer trial
means restricting patients’ treatment to the SoC for the study’s duration. It can
take considerably less time to construct, analyze, and submit an ECA. This model
can save time and money, brings a novel treatment to patients faster, and allows
patients the opportunity to receive new treatments that may become available in
the meantime.

Leanne Larson
Senior Vice President & Head of Real-World
Evidence and Access
Parexel

Martin Roessner, MSc
Corporate VP, Biostatistics
Parexel

Leanne leads Parexel’s Real-World Evidence

in biostatistics for Phase I-IV drug

and Access services, bringing over 25

development from his 34-year tenure

years of healthcare experience, including

overseeing product submissions at Sanofi-

extensive work in health economics,

Aventis (and its predecessor companies).

pharmaceutical product development

Since 2010, he has overseen Parexel’s

and commercialization, and in healthcare

global biostatistics services, supporting

technology and operational consulting.

the planning and execution of biostatistics

Leanne is an industry leader in designing

for all drug and device development

and leading real-world research. She

phases, including regulatory meetings and

is an Invited Reviewer and Adviser for

• EMA uses the term “non-interventional (NI) study” in legislation and guidance

submissions. He has supported numerous

the US Centers for Disease Control

• China uses “RWS” in RWD guidance, and clarifies they are “observational” studies

successful product marketing applications,

and Prevention (CDC) and a Charter

negotiated labeling changes, and managed

Member of the International Society

interactions with many of the world’s largest

of Pharmacoeconomics and Outcomes

health authorities. He received an MS in

Research (ISPOR). She holds a Master of

Mathematics and Biostatistics from RWTH

Patients identified as potentially suitable members of an external control:

Health Administration from Governors

Aachen University.

• Candidates can be gathered, for instance, from other clinical-trial cohorts, electronic medical records,
or other existing datasets

State University.

Table 1. Nomenclature used to discuss RWE and ECAs
Nomenclature

Definition

Real-world data
(RWD)

Data relating to patient health status and the delivery of health care routinely collected from a variety of sources

Real-world evidence
(RWE)

Clinical evidence about the usage and potential benefits, or risks of a medical product derived from trans-formation
and analysis of RWD
No global harmonization on terminology yet exists:

Real-world study
(RWS)

Natural History Study

External Control
Candidate Pool

Expert spotlight

• FDA uses the term “observational epidemiologic study” in guidance

A natural history study is a preplanned observational study intended to track the course of a disease, where individuals
are followed from disease onset until disease resolution or death

External Control Arm
(ECA)

A study comparator arm consisting of patients who are not part of the same randomized study as the group receiving
the investigational agent (i.e., no concurrently randomized control group). The comparator arm is “external” to the
investigational trial.

Historical External
Control

A population of patients serving as the external control, observed at an earlier time than the trial

Contemporaneous
External Control

A population of patients serving as the external control, observed at the same time as the trial

Synthetic Control

A population of patients created as a control arm where patients are drawn from one or more external data sources
and aggregated or “synthesized” into a comparator arm. This is one subset of ECAs; other ECAs may include patients
that already existed as the control arm to another trial.
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Martin brings over 40 years of experience

Advice for trial designers from
a cancer patient’s experience
Peter Singleton
Prostate Cancer Patient and Retired School Teacher
Nichola Gokool
Senior Director, Medical Communications, Parexel
Rosamund Round
Vice President, Patient Innovation Center, Parexel

Peter Singleton
Retired Teacher & Prostate Cancer Patient
Peter was born and raised in London’s East End. He trained as a teacher,
studying at Birmingham University in the U.K. He taught religious studies
and geography to 11-18-year-olds at both state and independent schools.
Peter is now retired and lives in the beautiful county of Derbyshire, UK,
where he enjoys many hobbies alongside spending time with his wife,
children, and grandchildren. He volunteers as lay-reader
for the Church of England.
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In early 2017, Peter Singleton, a retired secondary school teacher in the
UK was diagnosed with locally advanced prostate cancer. Encouraged
by a friend with a similar diagnosis who’d participated in a clinical
trial, he decided to do the same. In July of 2017, he joined a Phase III
randomized, placebo-controlled trial of a nonsteroidal antiandrogen
therapy combined with gonadotropin releasing hormone (GnRH).
The trial treatment runs in parallel to the primary radiation therapy.
The primary efficacy endpoint of the study is metastasis-free survival.
Peter’s experience has been positive, and he is sure that the extra care
he received has helped him. Nonetheless, he has some advice for trial
designers on how they can make the patient experience better.

Decentralized trials are
convenient, but some
face-to-face time is necessary
My trial became partially decentralized when the
pandemic broke. Blood tests were carried out in a local
drive-through center rather than at the hospital.
The quarterly appointments were changed to a
telephone call or online meeting with the consultant
(investigator) and a brief follow-up with a research
nurse to fill out the quality-of-life (QOL) survey and
discuss my health diary.
But even though virtual visits relieve me of the long drive from
my home to the hospital and the nightmare of finding a spot in the
carpark, I don’t always prefer them. For example, I had one online
appointment where I received some difficult news. A change in
my prognosis. This was uncomfortable to hear over the phone. If
a meeting is going to involve distressing or sensitive information,
nothing replaces talking with the doctor in person. Conversely,
I would prefer to complete the QOL questionnaire online. This
involves personal questions that I would prefer to fill out privately
at home rather than with a research nurse.
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“I don’t expect trial material and
informed consent documents
to be in tabloid language, but I
wish they were more engaging…
As a retired teacher, I’d say
they need breaking down into
smaller paragraphs and use more
everyday language.”

The research nurse
makes it user-friendly
My doctor is an outstanding medical expert,
but I turn to the research nurse for help. It is
easier to say, “I don’t know what this means”
to the research nurses. This team has been
accessible throughout the study and a helpful
resource that has been very important to me
to keep going with the trial after it became
more virtual. The research nurses made the
clinical trial more user-friendly.

Forms should be clearer
and more engaging
I keep having to sign forms, and I find them
heavy going. I don’t expect trial material and
informed consent documents to be in tabloid
language, but I wish they were more engaging.
They are quite technical and dry. As a retired
teacher, I’d say they need breaking down into
smaller paragraphs and use more everyday
language. The temptation for patients is to
sign them without going through them
properly. We Increasingly live in a very visual
age. Most people access information through
things that they watch or see rather than
through text. Some people may not be in the
habit of reading much.

Give patients a
pre-printed or online
health diary
At the start of the trial, the nurse would ask
me questions about things like sore throats
or headaches during the site visits, but I could
never remember the dates. So, we agreed I
would keep a diary and write down anything
that impacts my health. I started putting
together a little chart a few hours before each
appointment. The side-effects information
is quite important to them, so she found that
very helpful. But it would help me if they gave
us a booklet with the days of the week and
instructions on how to fill it out or provided an
app or online form that I could complete.

Let prospective
participants talk with
clinical trial ‘ambassadors’
To reach a greater range of trial participants, I
would suggest assigning ‘patient ambassadors.’
These would be people who have participated
in a clinical trial, or who are currently enrolled
in one (but not the one the prospective patient
is considering). They could be involved in
patient participation groups (a feature of
general practice services in the UK health
system) and talk to people about clinical
trials as they wait for appointments. Patient
ambassadors might be able to speak to a
wider range of groups, by appointment. I think
you could recruit more—and more diverse—
patients for trials if they could talk with others
who have participated.
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Closing thoughts
I joined this clinical trial because I thought I would get some extra
care and because it’s good to help develop medications for people in
the future. I have enjoyed the experience. Typically, people with my
condition go to the hospital once a year for check-ins. Under the trial,
I go every three months, and they monitor my condition more closely.
For example, when I mentioned some pain I was having, they were able
to catch a change in my condition much sooner. I take tablets every day,
and I don’t know whether they are real or a placebo. Either way, I feel I
am doing some good for others.

Recommendations for trial designers
Rosamund Round and Nichola Gokool are experts in how to provide patients
with understandable, transparent clinical trial information, and how to
communicate effectively with physicians and sites. When designing patientcentric cancer studies, they engage all the participants—patients, caregivers,
and families—affected by this disease. They’ve helped Parexel clients
successfully recruit and retain patients, principal investigators, and sites for
numerous complex oncology trials. Rosamund has an extensive background
in designing and conducting virtual, decentralized, and hybrid clinical trials
that target precise patient populations.
How to design decentralized clinical trials (DCTs)
Seek direct advice on DCT protocol design from your target
patient population, and start early
Engage patient advisory boards and focus groups to review
your DCT design and offer insights
Where practical, consider a hybrid DCT model for cancer and
other serious, life-limiting indications
Develop scripts to support investigators and site staff during
difficult conversations
Offer site staff ‘best practices’ for communicating with
patients remotely (it’s different!)
Always approach trial design with the perspective “What can I
do to support patients in the home?”
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Expert spotlight
Nichola Gokool
Senior Director, Medical Communications
Parexel
Nichola has a deep understanding of the medical
communications market with over 13 years’
experience in the healthcare/pharmaceutical
industry. She is passionate about driving
innovation within patient, physician, and site
communication activities. She supported the
formation of Parexel’s Patient Advisory Council.
Nichola holds a BSc (Hons) in Nutrition and
Dietetics and regularly publishes at medical
communication conferences.

How to train site staff
Write a briefing document for site staff and
clinical research associates that explains the
rationale for decentralization, including how
it reduces patient burden and improves
trial access
Highlight the role of study coordinators and
nurses at the front line of the study
Train the entire investigative team, not just
the physician, in the nuances of the study
(for DCTs, up-front training at investigator

How to develop forms
& trial brochures

How to support patients

Rosamund Round
Vice President, Patient Innovation Center
Parexel

Provide access to a real person (at

Rosamund has spent more than 15 years

Parexel we call it the Patient Navigator

devoted to simplifying the patient journey

Service) by phone who helps patients:

in clinical trials, with a focus on reducing

solve technology glitches with wearables,

geographical, financial, and practical barriers

sensors, or telemedicine tools; reschedule

to study participation. Her first job in an

Produce videos and animated,

appointments; hire a taxi; seek mental

oncology clinic at Massachusetts General

interactive guides to improve the informed

health counseling; etc.

Hospital sparked her passion for putting

Create visually engaging trial materials
in a variety of formats for different
learning styles

consent process
Use plain language: concepts should be
accessible and words easy to understand

Remind patients in advance of
appointments

patients at the center of clinical trial planning
and implementation. Subsequent patient
recruitment roles in both the pharma and CRO

Provide sites with information about

industries allowed her to explore better ways

meetings and ongoing support with the

Ensure all text (and context) is at the correct

relevant Patient Advocacy Groups for

to communicate with patients. Her current

technology is important)

literacy level for patients to comprehend

interested patients

emphasis is on addressing literacy and

Translate materials into different languages

Send a thank you to note to every patient

health literacy, exploring technological advances,

based on local demographics

who takes part in a trial

and generating new ideas to make clinical

Address the needs and concerns of different

Deliver a clear, readable summary of results

races, cultures, and ages in materials

to every patient once the trial completes

Create a suite of study introduction
tools and a format for regular ‘study
progress’ bulletins
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trial participation more accessible and
convenient for patients. She holds an MSc from
Aston University.

FIVE

strategies
to get a new
cancer drug
reimbursed
in Europe
Sangeeta Budhia
Global HTA Strategy Lead & Vice President Pricing & Market Access, Parexel
Janice Haigh
Vice President, Pricing & Market Access, Parexel
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Pricing and market access experts Sangeeta Budhia
and Janice Haigh help clients get cancer drugs
reimbursed in an increasingly crowded market
where the standard of care is constantly changing.
In this environment, companies that define an
unmet need, choose the most relevant comparator
and endpoints, and target a well-defined patient
population have the best chance to produce a
commercially viable product. They can also launch
with efficacy data that reflects the local market or
local clinical practice.

ONE

Make early decisions with
reimbursement in mind
Getting a new cancer drug reimbursed starts at the beginning of
development. Decisions about which product candidates to advance
are typically based on a detailed assessment of the unmet need and
reimbursement landscape, which vary by type of cancer.
For example, expensive immuno-oncology drugs (IOs), precision medicines, and cell and gene
therapies receive a lot of attention, but they are not the standard of care (SoC) for every cancer
indication in every market. Any new product launching in an oncology indication may simply be
competing against chemotherapy, which is low-cost and can delay disease progression. If the cost of
the existing SoC is relatively low, that will significantly impact commercial viability.
For example, in Europe, the French and German health technology assessment (HTA) agencies will
characterize the additional benefit a therapy delivers over the SoC before negotiating a price with
the manufacturer. If they consider the benefits “non-quantifiable,” they won’t pay a premium over
the current SoC, which could severely restrict price and make launching in those countries for that
indication commercially not viable.
Due to the survival benefits of some IOs and their use in early-stage disease, oncology is viewed as
a chronic disease in certain indications, and patients may be treated for many years. This may make
it challenging to win reimbursement at the same price for different indications in countries that use
economic value to drive decisions. A therapy with indefinite treatment versus one with treatment
stopping rules is an issue sponsors should consider early.
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TWO

Be obsessive about defining
the unmet need
Sponsors need to be specific about unmet medical
needs. It’s not enough to say, “Efficacy in this
indication is weak; therefore, there is an unmet
need.” Precisely quantify the consequences of the
current ineffective therapy or lack of treatment in
terms of patient impact and economics.
Companies that take a passionate interest in patients and the
challenges they face understand what matters to patients, capture
patient-relevant endpoints, and develop better treatments. Founders
who start a company because of their own disease experience or that of

Ten or 15 years ago, a new oncology drug that prolonged overall
survival (OS), even for just a few months, would almost certainly be
reimbursed. Now many drug classes are effective against cancer,
and it is harder to show a meaningful improvement in OS against a
comparator. It also may take longer to demonstrate benefits if median
OS (the time for half of the patients in the treatment arm of a trial to
die) is the primary endpoint for a treatment with a strong mortality
benefit or in a treatment setting like adjuvant melanoma that has a long
survival duration. Prolonged survival is good for patients, of course, but
it prolongs development time.
Manufacturers try to convince payers with surrogate endpoints that
can yield faster results—like progression-free survival (PFS) and overall
response rate (ORR)—but payers still are skeptical that these endpoints
translate into meaningful patient outcomes. OS is still the gold standard
for payers, and if it’s not used, they want a validation study to prove a
link between OS and PFS, ORR, or another surrogate.

a loved one can describe how even small improvements in health status

Regulators approve new cancer drugs on two to three years of clinical

can be life-changing—for example, increasing patients’ ability to get

data, but payers want longer-term evidence since they may be paying

dressed in the morning or reducing their chronic pain for a few hours a

for a drug for the patient’s lifetime. For most cancer drugs, the earlier

day. They have an obsessive focus on the target condition, and so they

patients are treated, the longer they will be treated for, so payers want

deeply understand the unmet need.

to be sure that surrogate endpoints translate into more prolonged

But passion can also blind them to signals that an experimental drug
isn’t viable or isn’t fulfilling a real need. Major companies with large
portfolios are generally less invested in one product and have rigorous
processes for self-examination. The best approach is to care deeply
about patients and take data-driven development decisions.

THREE

Choose endpoints carefully
Many companies realize late in development that
their clinical trial endpoints are not optimal. Once
a trial is underway and results are in sight, it’s
difficult to rectify the wrong endpoints. It is more
efficient to invest time and effort in selecting the
right endpoints from the start.
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survival. To overcome the uncertainties, sponsors need to show
substantial effects on surrogate measures and supplement the data
with RWE.

“Companies that take a
passionate interest in the
problems they are solving
understand what matters
to patients, capture patientrelevant endpoints, and
develop better treatments.”

FOUR

Scrutinize past decisions
Every decision made by HTA agencies in the big European
markets is publicly available. This is a rich resource for
companies that want to maximize their chance of developing
a reimbursable product. At Parexel, we research payers’
reasoning when they accept—or reject—the use of surrogate
or other unusual endpoints in pivotal efficacy trials.
We also talk to payers to understand what data and
statistical techniques could supplement the core clinical
findings. Often, sponsors can get reimbursement, either
restricted or conditional, even with a non-standard endpoint,
if they have demonstrated value to the payer.
While the European Medicines Agency (EMA) routinely grants marketing approvals
for cancer drugs on the strength of PFS data, European HTA agencies have not
consistently reimbursed them. For example, Germany’s Joint Federal Committee
(Gemeinsamer Bundesausschuss, G-BA) does not consider PFS a patient-relevant
endpoint because patients don’t notice the radiographic progression of their tumors.
But the G-BA does value benefits such as less pain and side effects and reduced need
for treatment. The G-BA has even raised its overall benefit rating for a new product
based on patient-reported outcomes about pain, depending on the condition.
We advise companies developing cancer drugs to collect data on those endpoints in
their trials.
Past payer decisions can also offer a roadmap for what not to do. For example, a
product that provides a benefit equivalent to existing treatments but has a more
expensive administration route, such as infusion, will not likely fare well with payers.
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FIVE

Collect enough data,
but not too much
Significantly more drugs succeed in getting
reimbursed than fail. The key is to collect just
enough data to secure positive decisions from
regulators and payers, but not so much that it is
too costly and time-consuming.

“Significantly more drugs
succeed in getting reimbursed
than fail. The key is to collect
just enough data to secure
positive decisions from
regulators and payers, but not
so much that it is too costly
and time-consuming...”

Expert spotlight

Sangeeta Budhia, Ph.D.
Global HTA Strategy Lead & Vice President,
Pricing and Market Access
Parexel

Janice Haigh
Vice President, Pricing & Market Access
Parexel

Sangeeta has more than 16 years of

Access consultants and offers strategic

Sponsors want to find the leanest, fastest, and most cost-effective

experience of working within market

guidance and insights on a wide range

way to prove their product is better than the SoC. They may not want

access and health economics and outcomes

of pricing and market access strategy

to run a trial that would be reimbursement-proof because it is riskier

research (HEOR), helping companies

engagements. Before joining Parexel,

(if their drug is not superior to the SoC) and expensive. But it is also

position their products for maximum uptake

Janice was the European Pricing & Market

risky to take shortcuts at the outset.

at an optimal price in the shortest possible

Access lead at Quintiles. She was also

time. She develops global strategies,

Senior Director of Pricing and Market

including pivotal clinical trials, long-term

Access for Astellas Pharma Europe. There,

data collection studies, real-world evidence

she was responsible for developing and

generation plans, and HEOR strategies

implementing pricing and market access

prepared for the reimbursement challenges

strategy for new and in-market products.

that each product will face. Sangeeta holds a

Janice holds a Master of Science from the

Ph.D. from the University of Otago.

Imperial College of London.
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Janice leads Parexel’s Pricing & Market

Resourcefully arming you
in the fight against cancer

At the heart of getting medicines to those who need them.
Parexel is in the business of improving the world’s health. We do this by providing a suite of
biopharmaceutical services that help clients across the globe transform scientific discoveries
into new treatments. From clinical trials to regulatory and commercial, consulting, and market
access, our therapeutic, technical, and functional ability is underpinned by a deep conviction
in what we do.
So you can get your innovation from the lab to the people who need it most, faster—with heart.
Get expert perspectives on the future of oncology drug development
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