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FDA Facilitates Expanded Access for Cancer Drugs

L
ast month, I wrote about the disappoint-

ing Alzheimer’s drug pipeline. This month, 

I’m going to look at oncology—which is 

not disappointing in scientific possibilities, but 

certainly overwhelming. Oncology is never far 

from any headline, but the weeks leading up to 

the ASCO Annual Meeting are a never-ending 

stream of announcements and trial results. As 

it should be. Cancer continues to break hearts 

worldwide, and while we have seen definite 

improvements in certain cancer diagnosis and prognosis, there are 

clearly areas that suffer. Let’s not look at the pipeline science, per se, 

I want to bring everyone up to speed on the latest oncology stats and 

information most applicable to the clinical trials industry practice.

In late May, the IQVIA Institute for Human Data Science released 

its report “Global Oncology Trends 2019: Therapeutics, Clinical 

Development and Health System Implications.” Here are the highlights:

• The 2018 launch of 15 new active substances (NASs) bring the total 

NAS launches since 2013 to 57, with 89 approved indications for 23 

different tumor types.

• Within the R&D oncologic pipeline, the most intense activity is for im-

munotherapies, with almost 450 in clinical development.

• A total of 1,170 oncology clinical trials were initiated in 2018, an in-

crease of 27% from 2017 and 68%  from 2013.

• More than 700 companies have cancer drugs in late-stage trials, in-

cluding 626 emerging biopharma companies and 28 large pharmas. 

To date in 2019, the FDA has approved two drugs for cancer: Balversa 

from Janssen, for adult patients with locally advanced or metastatic 

bladder cancer, and Piqray from Novartis, for use in combination with 

approved endocrine therapy fulvestrant to treat postmenopausal 

women, and men, with hormone receptor (HR)-positive, human epi-

dermal growth factor receptor 2 (HER2)-negative, PIK3CA-mutated, ad-

vanced or metastatic breast cancer.

FDA’s Information Exchange and Data Transformation Program 

(INFORMED) also inked a two-year research collaboration with COTA, 

a precision medicine technology company focused on real-world 

evidence (RWE), for a variety of breast cancer data initiatives. One that 

stands out for clinical trials is the agreement’s purpose to support FDA’s 

understanding of applying RWE into modern regulatory decision-making. 

In a much-needed move to address the current disorganization 

around fulfilling expanded access requests for unapproved cancer 

therapies, the FDA’s Oncology Center of Excellence launched a new 

pilot program. A call center—called Project Facilitate—will be a single 

point of contact where FDA oncology staff will help physicians treating 

patients through the process to submit an expanded access request for 

an individual patient, including follow-up of patient outcomes. Prior to 

the pilot program launch, expanded access requests arrived at multiple 

places within the FDA and were forwarded separately to FDA oncology 

or hematology divisions. 

The pilot program includes a central office for oncology requests so 

that FDA can follow up on individual requests and gather data. The phone 

number is 240-402-0004 and email is OncProjectFacilitate@fda.hhs.gov. 

LISA HENDERSON

Editor-in-Chief
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WASHINGTON REPORT

REAL-WORLD EVIDENCE GAINS 
TRACTION FOR INFORMING 
CLINICAL RESEARCH
With more data on patient experience with 

medical treatments, researchers and spon-

sors are looking to use this information to 

help design clinical studies, expand product 

uses, and assess the effects of therapies 

in practice. Real-world evidence (RWE) de-

veloped from real-world data (RWD) most 

often supports expanded labeling and post-

approval safety tracking, but sponsors now 

seek to leverage such information in de-

veloping new therapies and gaining market 

approval. The 21st Century Cures Act backs 

such efforts, and FDA is responding with 

a range of initiatives to assess appropri-

ate methods for tapping into data available 

from electronic health records (EHRs), insur-

ance claims, patient registries, and mobile 

technologies.

A potential use of RWD, for example, may 

be in postapproval pregnancy safety studies, 

as seen in recent FDA initiatives to evaluate 

more effectively the effects and risks of 

drugs and biologics used during pregnancy 

or breastfeeding (see https://bit.ly/2LOp5PR). 

FDA issued draft guidance in May with rec-

ommendations for broadening methods 

for collecting safety information to include 

data from EHRs, case-control studies, and 

population-based surveillance (see https://

bit.ly/2JlA7d9). 

FDA also wants to learn more about 

the extent that sponsors and researchers 

are utilizing RWD and RWE in developing 

and testing new therapies. Another guid-

ance published last month requests that 

sponsors indicate in cover letters to in-

vestigational new drugs (INDs), new drug 

applications (NDAs), and biologics license 

applications (BLAs) if the submission in-

cludes such information (see https://bit.

ly/2LM1uPN). FDA outlines various situations 

where RWD could be useful and how this 

information may help provide evidence of 

safety or efficacy in drugs and biologics. 

These advisories continue to build on the 

Framework for Real-World Evidence, pub-

lished by FDA last December to encour-

age the use of and to explain concerns in 

advancing application of RWE through the 

product life cycle, including clinical trial de-

sign, patient recruitment, and postmarket 

monitoring of product effects (see https://

bit.ly/2EaBkzH). FDA seeks to clarify poli-

cies that support appropriate use of RWE 

to expand product labels with additional 

indications, changes in dose or route of ad-

ministration, additional patient populations, 

and further safety information. 

Testing new uses

To ensure that RWE is reliable, relevant, and 

complements existing information, FDA is 

working with research organizations, patient 

advocates, and sponsors on pilot projects to 

expand the quantity, quality, and diversity of 

information that can be captured and mea-

sured. Two demonstrations aim to examine 

how RWD may inform recruitment inclusion 

and exclusion criteria for studies of children 

with serious arthritis and with inflammatory 

bowel disease. Another study involves a 

real-world randomized trial on how adults 

with serious pulmonary conditions respond 

to two different therapies. RWD may be 

particularly useful in evaluating uncommon 

conditions or rare tumor types, possibly re-

placing the need for randomized controlled 

post-marketing studies. These projects aim 

to provide more experience in utilizing RWD 

in clinical trials, and to test both innovative 

and familiar study designs.

 These developments were examined 

further by a panel of experts at the annual 

meeting of the Food and Drug Law Institute 

last month in Washington, D.C. David Martin, 

associate director for real-world evidence 

analytics in the Office of Medical Policy of 

the Center for Drug Evaluation and Research 

(CDER), described the many challenges in 

tapping information sources for RWD. While 

EHRs may provide a more complete and 

granular clinical picture of a patient’s con-

dition, Martin noted that the data may not 

be standardized, consistent, or fully docu-

mented. He also described opportunities 

for the research community to work with 

FDA on demonstration projects examin-

ing ways to capture clinical trial endpoints, 

reduce confounders, and engage with pa-

tients through mobile technology. The aim 

is to gain more experience with real-world 

randomized study designs and registries 

and to “pressure test” the performance of 

non-interventional study designs. 

A lead initiative in this area is to expand 

RWD collection through mobile technologies 

such as wearable devices and biosensors, 

and further guidance will explain how spon-

sors may use these methods to fill informa-

tion gaps. Martin urged sponsors to engage 

with FDA during protocol development to 

gain early input on cohort identification, ex-

posure, outcomes, and covariates. FDA of-

ficials are committed to incorporating the 

full potential of RWD and RWE in product 

development and oversight, he said, and are 

encouraging multi-stakeholder collabora-

tions to move forward. The agency also is 

working with international organizations to 

advance common meth-

ods for using informa-

tion from patients and 

providers throughout 

the product life cycle.  

— Jill Wechsler

FDA NOTES

The FDA recently released the following 

industry guidance documents:

5/21/19: Development of Therapeutic Pro-

tein Biosimilars: Comparative Analytical 

Assessment and Other Quality-Related 

Considerations 

5/9/19: Considerations in Demonstrat-

ing Interchangeability With a Reference 

Product 

5/9/19: Determining Whether to Submit an 

ANDA or a 505(b)(2) Application

5/9/19: Maximal Usage Trials for Topically 

Applied Active Ingredients Being Consid-

ered for Inclusion in an Over-The -Counter 

Monograph: Study Elements and Consid-

erations

5/3/19: Attention Deficit Hyperactivity 

Disorder: Developing Stimulant Drugs for 

Treatment 
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EU REPORT

NAVIGATING DRUG 
DEVELOPMENT THROUGH 
MORE TURBULENT WATERS 
No one with an interest in drug develop-

ment will have missed the hostile tone of 

the exchanges over recent weeks as U.S. 

congressional hearings pursue their investi-

gations into the price of drugs and the mer-

its of innovation. Critics of the drug industry 

in Europe are seizing on the opportunity to 

drive home their message that the rules 

need changing here, too, to get better con-

trol of prices and research. 

The fundamental question in U.S. discus-

sions has been how drug firms justify the 

price they charge and how the price re-

lates to their spending on research. The 

exchanges have frequently gone beyond 

the costs of the research investment to 

question whether the research is focused 

on the right areas, or even the merits of the 

research itself. The spill-over has extended 

to ambitions to limit the monopolies con-

ferred by patents and to promoting alterna-

tive access via generics. The vigor of the 

discussions has provoked pushback from 

many supporters of the industry, such as 

Rep. Jim Jordan (R-Ohio), who cautioned that 

government action to nullify patents to pro-

mote generics would have a chilling effect 

on research.

The “Draft Road Map for Access To Medi-

cines, Vaccines, and Other Health Products 

2019–2023” warns against weak policy in-

terventions to manage expenditure, “such 

as the ineffective use of policies for generic 

and biosimilar medicines,” and urges “avoid-

ing waste that occurs when health products 

are priced higher than is necessary, or when 

less expensive but equally effective alterna-

tives are not used.” The relationship be-

tween government and the pharmaceutical 

private sector “requires particular attention,” 

especially in “avoiding the risks of undue 

influence.”

At the same time, the Road Map notes 

the “inadequate investment in research and 

development” that leaves many neglected 

diseases without adequate treatment op-

tions, and identifies the challenges in “set-

ting priorities for research and development 

needs and incentivizing research and de-

velopment for health products that have a 

potentially limited return on investment.” 

The World Health Organization (WHO) 

sets out its approach to getting the right bal-

ance. It says it is already “coordinating the 

efforts of different actors, setting research 

and development priorities, identifying as-

sociated gaps, defining desired product pro-

files, and facilitating the development of af-

fordable, suitable health products.” Its new 

proposals now include creating “unifying 

principles for biomedical research and de-

velopment,” and the “promotion of transpar-

ency in research and development costs.” 

The thorny questions of patent and other 

rights can be eased, it says, by promoting 

“public health-oriented licensing agreements 

and transparency regarding the patent sta-

tus of existing and new health technologies.” 

To “encourage more transparent and bet-

ter policies and actions to ensure fairer pric-

ing,” governments are urged to use “global 

and regional collaboration to increase price 

transparency,” and to adopt generics more 

widely. A list of “milestones” over the life-

time of the Road Map includes creating 

“target product profiles for missing health 

products to guide research and develop-

ment priority-setting for unmet public health 

needs in areas of market failure.” The publi-

cation of guidelines on pricing policy and on 

monitoring price transparency for pharma-

ceuticals is foreseen for 2021.

Although WHO’s principal preoccupation 

is with the needs of the poorer countries in 

the world, the Road Map explicitly includes 

Europe. In the days before the World Health 

Assembly opened, the richest European 

countries were in the crosshairs of drug 

industry critics for allegedly attempting to 

impede the adoption of resolutions harmful 

to the interests of the industry.

More direct demands

The Road Map is not the only document 

on the assembly’s agenda. A much sharper 

resolution on access to medicines has been 

drafted by the health minister of one of Eu-

rope’s biggest countries—Italy—with a more 

critical tone and more explicit demands for 

new controls on industry. Giulia Grillo pro-

posed “minimum standards for transparency 

regarding information from clinical trials and 

the costs of research and development for 

drugs and vaccines,” in a draft resolution. 

She champions sharing information via a 

government-led international database on 

“drug prices, revenues, R&D costs, public 

sector investments, and marketing costs.”

This approach has won support from 

other European countries who find them-

selves at a disadvantage in their negoti-

ations with drug firms, including Greece, 

Portugal, Serbia, Slovenia and Spain. The 

backers of the resolution include Turkey, 

Brazil, South Africa, and Uganda. Germany, 

the UK, Denmark, Austria, and Sweden have 

all been trying to water down the draft. 

The intervention by these countries—

mainly with strong domestic drug produc-

ers—has provoked vigorous attacks by 

health campaigning groups. Médécins Sans 

Frontières said it was “disconcerting to learn 

that Germany, the UK, Sweden, Denmark, 

and five other OECD countries are attempting 

to derail this important effort to create trans-

parency in medicines pricing and medical 

research and development.” Instead, “these 

governments should stop favoring pharma-

ceutical corporations’ profit maximization 

agenda and ensure the right to affordable 

medicines and treatment for their people.” 

The debate and its outcome will have little 

direct effect either in the U.S. or in Europe, 

since WHO has no power of enforcement 

of any of its resolutions. But to dismiss the 

debate’s significance would be to underes-

timate the influence that will be felt from the 

high-profile articulation of growing hostility 

to high prices and rising demands for tighter 

controls on research budgets and strategy. 

Those already hostile to industry practices 

will be emboldened by strong support from 

the assembly, and those who are neutral will 

be tempted to entertain new doubts.

In the midst of all of this, those who are 

engaged in drug R&D and aiming to plan 

ahead effectively will have to face addi-

tional questions—and not just from critics, 

but from increasingly suspicious authori-

ties responsible for regulation, research, re-

imbursement and pay-

ment, and ult imately 

from increasingly cau-

tious financial backers, 

bosses, or shareholders.

— Peter O’Donnell

http://www.appliedclinicaltrialsonline.com
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Q&A

THE BENEFITS OF RWD & RWE IN 
ONCOLOGY CLINICAL TRIALS
Applied Clinical Trials recently spoke with 

C.K. Wang, MD, senior medical director at 

COTA Inc., about the impact of real-world 

data (RWD) and real-world evidence (RWE) 

in clinical oncology. Wang is a medical on-

cologist who worked in private practice 

in Texas from 2006 to 2017 prior to joining 

COTA, which builds technology that ana-

lyzes data from thousands of real cancer 

patients to deliver clinically relevant insights. 

Wang also worked at IBM Watson Health in 

2017 as a clinical adoption specialist and 

has since served as the acting deputy chief 

health officer for oncology/genomics and 

the global oncology leader for the Watson 

Health Clinical Adoption Team. 

Q: As a practicing oncologist, what 

are your major challenges in finding 

the best treatments for your patients?

C.K. Wang: A very common challenge that I 

face is making treatment decisions and rec-

ommendations for a patient who is not well 

represented by any of the published clinical 

trial results. I am then left to extrapolate and 

assume that the results of the clinical trials 

are applicable and relevant to my patient 

who is often much older and had more medi-

cal comorbidities than the patients who were 

enrolled in clinical trials. A more fundamental 

challenge is my inability to answer straight-

forward and reasonable questions from my 

patients, including: “How many patients have 

you seen just like me?” or “What were their 

treatments and outcomes?” As oncologists, 

we are spending hours each day inputting 

information into electronic health records 

(EHRs); however, it is difficult to draw any real 

insights from this information. Coupled with 

the real-world limitations of clinical trials, this 

handicap adds to the complicated process 

that oncologists already face when trying to 

provide the best care for their patients. 

Q: What is the role of real-world 

data as a comparator data in trials?

Wang: The role of RWD in clinical trials is 

growing as the FDA continues to voice its 

support for using RWD and RWE. There is 

increasing interest in using RWD to form “ex-

ternal control arms” in single-arm clinical tri-

als to expedite the enrollment process and 

decrease the overall cost of clinical trials. Al-

though there is some debate about whether 

external control arms should be used to 

establish the efficacy of a drug, there is no 

question that this approach might acceler-

ate decisions to abandon ineffective drugs, 

an outcome that is good for patients and 

the healthcare system as a whole.

Another benefit of RWD and RWE is that 

they allow us to visualize the typical dis-

ease trajectory as well as identify potential 

patient populations that respond best to a 

certain therapy. Using RWD and RWE in this 

capacity can be particularly useful when 

studying rare diseases or rare subtypes of 

more common diseases. 

Q: How does real-world evidence 

support physicians in understanding 

optimal treatment sequence?

Wang: The FDA is approving drugs at a 

rapid rate. These drugs are typically stud-

ied as standalones, meaning they are not 

studied in context to all of the other avail-

able drugs for a disease. This phenomenon 

is worsened by the delay from clinical trial 

conception to publication, during which 

time new drugs may have been approved by 

the FDA and have become part of standard-

of-care therapy. This effectively leads to a 

phenomenon of a wealth of treatment op-

tions without clarity of when to best apply, 

combine, and sequence these treatments.  

This is where RWE can be helpful. RWE 

unlocks hidden insights from patient data 

within EHRs that would otherwise be un-

available. Unlocking this information allows 

providers to see clinically similar patients 

and understand how they respond to treat-

ments, either in combination with or in se-

quence to each other, as well as their as-

sociated outcomes. This allows for a clearer 

understanding of which treatment and/or 

sequence leads to the optimal outcome 

for a specific patient cohort. In this respect, 

RWE can bring a new level of clarity to can-

cer care by helping to delineate the right 

path to the optimal care. 

Q: What makes COTA different 

from other oncology clinical 

data companies?

Wang: Many factors differentiate COTA 

from other oncology clinical data compa-

nies. First, COTA was founded by oncolo-

gists to help improve and transform cancer 

care. Our founder, himself a medical oncolo-

gist, realized that he, despite the wealth and 

depth of available EHR records, could not 

answer fundamental questions regarding 

his patient population. It was also out of 

this realization that established COTA’s sec-

ond differentiating factor, the COTA Nodal 

Address (CNA). The CNA is a proprietary 

method of classifying patients and their dis-

ease into clinically similar groups by using 

a digital code. This is essentially a Dewey 

Decimal System for cancer care. The CNA 

allows providers and payers to uncover care 

delivery patterns and outcomes, as we have 

previously discussed, that are not easily 

available to them through other means.

More importantly, the clinical depth of 

COTA’s data is unmatched. With access to 

both academic and community-based can-

cer centers, COTA’s EHR agnostic technol-

ogy-enabled and human abstraction process 

makes sense of all relevant aspects of the 

patient journey, including data in physician 

notes, pathology, radiology, surgical reports, 

genomic testing results, and referral docu-

mentation—to develop a longitudinal patient 

record and comprehensive picture of care.

At COTA, we put the patient at the center 

of everything we do because we believe 

that everyone touched by cancer deserves 

a clear path to the right care.

— Staff Report 

C.K. Wang

http://www.appliedclinicaltrialsonline.com
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ONCOLOGY

MASTER PROTOCOL GUIDANCE 
IN CANCER R&D: THE IMPACT ON 
INDUSTRY IN 2019 AND BEYOND
In October 2018, the FDA released draft 

guidance for modernizing the approach to 

clinical trial design. “Master Protocols: Ef-

ficient Clinical Trial Design Strategies to Ex-

pedite Development of Oncology Drugs and 

Biologics” (see https://bit.ly/2WjxnUv) seeks 

to make clinical trials more efficient while 

maintaining patient safety and to increase 

the amount of information concerning prod-

uct safety and benefits. With the guidelines 

still under review and the FDA expected 

to issue final guidance in late 2019 or early 

2020, it is too soon to determine overall 

impact, but the hope is master protocol 

designs will help sponsors get creative and 

allow for more efficient and accelerated 

drug development.

In contrast to traditional trial designs, 

where a single drug is tested in a single dis-

ease population in one clinical trial, master 

protocols use a single infrastructure to eval-

uate multiple drugs in multiple substudies. 

The guidance describes master protocols for 

three types of trial design—basket, platform, 

and umbrella. Better engagement and com-

munication between academia, industry, 

the National Cancer Institute (NCI), and the 

FDA is expected to broaden use of master 

protocols.   

When the draft guidance debuted, for-

mer FDA Commissioner Scott Gottlieb, MD, 

predicted “tissue-agnostic” clinical testing 

based on biomarkers like specific gene mu-

tations would reduce development costs 

of targeted therapies and improve market 

competition. 

FDA staff recently met with the NCI to 

begin work on facilitating communication 

between the FDA and clinical researchers 

early in the planning of master protocol 

drug development studies. NCI-MATCH, a 

precision medicine cancer treatment clini-

cal trial, is testing the feasibility of basket 

trials across multiple sites. Patients are as-

signed to receive treatment based on ge-

netic changes found in their tumors through 

tests like genomic sequencing. The trial is 

trying to determine whether treating cancer 

based on specific genetic changes is effec-

tive regardless of cancer type.

Traditionally, oncology trials have focused 

on treating cancer at a certain location in 

the body, such as breast or lung cancer. 

Basket studies include patients with a cer-

tain genetic mutation in common, regard-

less of the site or origin of cancer in the 

body. Basket studies can determine whether 

a drug targeting a certain genetic mutation 

at a particular site may effectively treat the 

same genetic mutation found in cancer at 

another site in the body. 

In 2017, the FDA granted the first tissue-

agnostic approval to pembrolizumab (Key-

truda) for an expanded indication to treat 

microsatellite instability-high cancer based 

only on genetic abnormality, regardless of 

origin or location. A year later, the FDA ap-

proved larotrectinib (Vitrakvi) for adult and 

pediatric patients with solid tumors that 

have a neurotrophic receptor tyrosine ki-

nase (NTRK) gene fusion without a known 

acquired resistance mutation.

If trial sponsors pursue master protocol 

designs, the FDA has provided guidance for 

designing trials: 

• If novel combinations of two or more 

investigational drugs are being explored, 

the master protocol should summarize 

available safety, pharmacology, and 

preliminary ef f icacy data for each 

investigational drug; the biological rationale 

for use of the drugs in combination instead 

of individually; and evidence, if any, of the 

drugs’ interaction when used together.

• If sponsors are investigating drugs that 

target multiple biomarkers, the master 

protocol should include a prespecified 

plan for allocating patients who are 

potentially eligible for multiple substudies.

• If sponsors seek to potentially add, 

expand, or discontinue treatment arms, 

sponsors should ensure that the master 

protocol and its associated statistical 

analysis plan describe conditions that 

would result in such adaptations.

• If sponsors anticipate utilizing the results 

from one or more of the substudies to 

support a marketing application, the 

master protocol should describe and 

provide the charter for independent 

data monitoring committees (IDMCs) 

to monitor efficacy and safety results. 

The charter should authorize these 

committees to conduct prespecified and 

ad hoc assessments of efficacy, safety, 

and futility and recommend protocol 

modif ications or other appropriate 

actions (i.e., adjusting sample size or 

discontinuing the substudy based on 

futility or substantial evidence of efficacy).

• If pharmaceutical sponsors are utilizing 

master protocols to evaluate biomarker-

defined populations, the master protocol 

should explain why use of the biomarker 

is appropriate and include a validated in 

vitro diagnostic test.

Incorporating master protocols into a 

clinical development program may reduce 

burdens associated with conducting sepa-

rate studies and speed time to market. In 

the American Society of Clinical Oncology 

(ASCO) abstracts database for 2019, more 

than 25 studies are defined as basket, um-

brella, or platform. All these trials were initi-

ated prior to the master protocol guidance, 

thus the impact on sponsor adaptation to 

these new guidelines will be more greatly 

realized in 2020 and beyond.

— Jeffrey Hodge, VP of 

Development Solutions 

and Head of Oncology        

Center of Excellence, IQVIA

The NCI-MATCH trial is trying to determine 

whether treating cancer based on specific genetic 

changes is effective regardless of cancer type.

http://www.appliedclinicaltrialsonline.com
https://bit.ly/2WjxnUv
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TRANSCELERATE LAUNCHES 
THREE NEW INITIATIVES
TransCelerate BioPharma Inc., the non-profit 

collaboration made up of 20 biopharmaceu-

tical companies, recently unveiled new initia-

tives in efforts to expand on the group’s clini-

cal and drug safety portfolio. They include:

• The Common Clinical Serious Adverse 

Events (SAE) Fields Initiative intends to 

conduct a feasibility assessment, develop 

best practices relating to identifying the 

most critical SAE fields, and work with an 

industry standard-setting organization to 

promulgate standards in this area, all with 

the intent of increasing the quality of what 

is reported and creating efficiencies for 

sites, CROs, and regulators.

• The Modernization of Data Analytics 

for Clinical Development Initiative aims 

to analyze methods for considering and 

validating novel statistical computing 

platforms to propose to health authorities 

and better enable them to support these 

platforms.

• The Interpretation of Guidances and 

Regulations Initiative has expanded in 

scope from strictly pharmacovigilance to 

include clinical guidances and regulations. 

For its first deliverable, the workstream 

is creating a quality tolerance limits 

framework to help facilitate clinical trial 

compliance. The framework will propose 

interpretations of clinical regulations and 

seek to foster harmonization across health 

authorities by sharing recommendations 

that reduce the amount of duplicative 

efforts and audit findings.

Big pharmas partner with Verily

Verily, Alphabet’s life sciences unit, has 

formed strategic alliances with Novartis, 

Otsuka, Pfizer, and Sanofi to develop digi-

tally innovative, patient-centered clinical 

research programs using Verily’s Project 

Baseline’s evidence generation platform 

and tools. The Baseline platform is de-

signed to engage more patients and clini-

cians in research, increase the speed and 

ease of conducting studies, and collect 

more comprehensive, higher quality data.

Over the coming years, the four drugmak-

ers each plan to launch clinical studies lever-

aging the platform across therapeutic areas 

such as cardiovascular disease, oncology, 

mental health, dermatology, and diabetes.

Gilead forms pact in kidney disease 

Gilead Sciences and Goldfinch Bio Inc., a 

biotechnology company focused on devel-

oping precision therapies for patients with 

kidney diseases, have established a strate-

gic collaboration to discover, develop, and 

commercialize a pipeline of therapeutics for 

diabetic kidney disease (DKD) and certain 

orphan kidney diseases. Under the multi-

year deal, Gilead has exclusive options to 

license worldwide rights to certain prod-

ucts directed toward targets emerging from 

Goldfinch’s proprietary Kidney Genome At-

las™. Goldfinch will also apply its biology 

platform of human induced pluripotent stem 

cell-derived kidney cells and kidney organ-

oids to validate potential drug targets.

NIH awards NJ antibiotics grant

Hackensack Meridian Health, New Jersey’s 

largest health network, announced that the 

NIH has awarded Dr. David S. Perlin, the 

chief scientific officer of the network’s Cen-

ter for Discovery and Innovation, a $33.3 mil-

lion grant to develop new antibiotics to over-

come deadly bacteria in hospitals that have 

become resistant to current treatments.

ICON boosts reach in Europe, Africa 

ICON plc has acquired a majority sharehold-

ing in MeDiNova Research, a site network 

with research sites in key markets in Europe 

and Africa, and has the right to acquire the 

remaining shares in the company by the 

third quarter of 2020. Headquartered in Cov-

entry, UK, MeDiNova Research is a network 

of 33 active clinical research sites in the UK, 

Spain, South Africa, Poland, and Romania.

—Staff and Wire reports

GO TO:
appliedclinicaltrialsonline.com

to read these exclusive stories 

and other featured content.
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1. GlaxoSmithKline Tackling Data 

Challenges to Streamline 

Drug Development
http://bit.ly/2WaBDR9 

2. Implementing RWE to Advance 

Innovative Mediine
http://bit.ly/2MBjLzk

3. New Survey Measures the Pulse 

of RBM & ICH-E6 (R2) Adoption 

in the Clinical Trials Industry
http://bit.ly/2QHBweI

eLEARNING:

Learn more about chronic obstructive 

pulmonary disease (COPD), the fourth 

leading cause of death, in this webcast. 

Speakers will discuss the changing 

landscape of COPD, efficient design 

of early- and late-state drug trials for 

COPD, and how to enrich trials for certain 

phenotypes. http://bit.ly/2wB2FH6 

This webcast provides insights and 

understanding of operational challenges 

in resourcing and executing seasonal 

infectious diseases studies. Specifically, 

it discusses the unpredictability of 

epidemics, how the best predictor of 

future prevalence is past prevalence, the 

role of antigenic shift and drift in vaccine 

efficacy, stratagems and procedures 

to succeed in ID patient recruitment, 

how to resource and plan logistically 

for uncertain disease prevalence, 

indicence, and timing, and more.
http://bit.ly/2Xu15CY
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Specialist patient experience agency Havas 

Lynx Faze, part of the leading global healthcare 

communications agency Havas Lynx Group, 

has spent months speaking to patients and to 

leaders across the pharmaceutical industry 

to better understand what’s working – and 

what’s not – in clinical trials. The result of this 

consultation is Cannes Lions Healthcare Agency 

of the Year Havas Lynx Group’s latest white 

paper ‘Patient Centricity on Trial’. Faze’s Mark 

Evans explains the simple but transformative 

insight that runs through the white paper. 

Charles Darwin famously talked about survival 

of the fi ttest. The idea that those that have 

better adapted to their environment are more 

likely to succeed than those who don’t.

The environment for clinical trials is 

unrecognisable from the turn of the century.

Just looking at the numbers is staggering – over 

13,000% more trials were registered in 2018 

than in the year 2000. And this massive growth in 

competition for clinical trials has coincided with 

the advent of the web and the digital age, which 

have forever changed the rules of engagement.

Yet the well-worn statistics on the dire state 

of clinical trials are ample evidence that we’ve 

failed to evolve with this changing environment. 

Almost half of clinical trials (46%) fail due 

to poor recruitment; 50% of sites enrol one 

or no study participants; 80% of trials are 

delayed by at least one month… The result? 

Pharma is haemorrhaging money and patients 

aren’t seeing the benefi ts they need.

The old clinical trial model was well adapted 

to the blockbuster era of drug discovery 

and delivery. But the simpler ‘fi nd patients, 

test drug’ era has well and truly passed.

So we must adapt to survive. And yes – you’ve 

guessed it – that means involving patients.

BEYOND THE BUZZWORDS

True evolution though doesn’t come from 

merely paying lip service to ‘patient centricity’ 

and ‘co-production’, or whatever preferred 

buzzword is doing the rounds. To survive and 

stand out from the ever-expanding crowd, we 

need to embed an understanding of patient 

experience into the very DNA of our businesses.

Our latest white paper is an exploration of how 

some of the world’s most innovative companies 

are bringing the patient experience front and 

centre in clinical trials, and reaping the benefi ts 

of doing so. From the way they speak to and 

seek out patients in recruitment ads, to protocol 

design and end-of-trial communications, 

we show that those who are taking the time 

to understand and respond to a patient’s 

experience at every clinical trial touchpoint 

are those who are building successful clinical 

trials. Who wants fi ve blood tests when they 

could have two, for instance? This kind of 

simple, practical question can be the difference 

between success and failure of a clinical 

trial, and is usually only raised by patients.

TAILORED EXPERIENCES

We’ve heard individual patient stories of why 

one particular trial experience was better 

than another, and we’ve explored case 

studies and evidence of how the patient voice 

has helped companies and clinical trials 

succeed where others have failed. Time and 

again we’ve seen that genuinely successful 

patient centricity is fundamentally about 

understanding the everyday experience that a 

person (not abstracted ‘patient’) has – and the 

practicalities they face – and better tailoring 

a trial as a result of that understanding.

Look beyond the confi nes of the pharmaceutical 

industry to consumer-land and you’ll soon

fi nd that, actually, a focus on experience isn’t 

new news. 

It’s just that 

pharma is late 

to the party. 

The Apples, the 

Amazons, the Nikes 

of the world have long ago 

adapted their businesses to centring around 

and optimising customer experience. In doing 

so, they’ve not only succeeded where others 

have failed, but they’ve changed expectations 

of consumers. Our patients live in the world 

of Amazon and Nike. They are consumers too, 

albeit with often life-changing conditions.

EXPERIENCE MINDSET

We compete not simply with other clinical 

trials, but the world of distraction that 

is modern life. The average person, for 

instance, is thought to see as many as 3,000 

advertising messages a day across all media.

The ‘product’ we’re selling isn’t as trivial as an 

iPad or new trainers – it’s the very life-blood 

of modern medicine – yet if we continue to 

use the tools of old and fail to adapt, we’re 

condemned to continue a trajectory of poor 

recruitment and retention, and of rising costs.

At Faze we believe survival comes from 

adaptation. In clinical trials, that means adapting 

our mindset, our trials, our very businesses to 

look at patients as our ultimate customer, and 

improving their experience at every step.

Clinical trials are broken and only patients 

can help us fi x them. If we let them.

To fi nd out more, sign up to read our

white paper and supporting insights at:

www.havasfaze.com

CLINICAL TRIALS ARE 
BROKEN AND ONLY 
PATIENTS CAN HELP
US FIX THEM
By Mark Evans, Managing Director, Havas Lynx Faze

S P E C I A L  S P O N S O R E D  S E C T I O N
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Technology-Based Patient Focus 
to Improve Clinical Trials

T
wo leading companies, CRF Health 

and Bracket, merged in late 2018 

to form one of the largest technol-

ogy companies in drug development. 

The goal of the merger was not econo-

mies of scale but economies of vision, 

scope and capability. Applied Clinical 

Trials recently spoke with Mike Nolte, 

Chief Executive Officer of CRF Bracket, 

to explore ways technology helps spon-

sors improve their outcomes, focusing 

on the essential, but often-undervalued 

player in clinical research: the patient. 

Making the patient experience simpler, 

faster and more efficient translates into 

better patient engagement, improved 

data reliability, lower costs and better-

quality trials.

The Role of Technology 

in the Patient Journey

Software has transformed the planning, 

conduct and evaluation of clinical trials 

in recent years. The move from paper re-

cords to electronic data capture reduced 

costs, streamlined management and 

enabled investigators to manage global 

trials closer to real time. The next wave 

focuses solutions around the patient 

journey to make the experience of par-

ticipating simpler, more visible and more 

cost effective for biopharma sponsors.

When patients feel supported—even 

treated like customers—while partici-

pating in clinical trials, they partici-

pate more actively. They are also more 

likely to enroll in the first place and 

more likely to remain engaged during 

an entire study. With average dropout 

rates well over 30%, that translates 

into less upfront recruiting and lower 

churn. It also improves adherence, data 

timeliness/quality and ultimately, the 

reliability and consistency of data for 

decision making.

Of course, using technology to im-

prove a customer experience or over-

come geographical barriers is not new. 

Manufacturing, consumer and govern-

ment applications commonly employ 

workflow-based tools, portals, telecon-

ferencing, video conferencing and mea-

surement devices to extend the reach of 

business operations and improve com-

munications. Healthcare remains slow-

er to adopt these widely accepted, reli-

able and cost-effective solutions. CRF 

Bracket views the evolving demands of 

the patient as one catalyst to accelerate 

this adoption.

Reducing Complexity on 

Behalf of the Patient

In Nolte’s view, the patient sits at 

the center of three critical groups 

of stakeholders along the journey 

through a clinical trial. Closest to the 

patient is the extended care team in-

cluding family members, friends and 

healthcare professionals. Alongside 

that group are sites, service provid-

ers—including CROs—and software 

businesses. Teams managing the lo-

gistics of manufacturing, transport-

ing and tracking material, devices 

and medications associated with the 

trial make up a third group.

The combination of CRF Health 

and Bracket sought to link core tech-

nologies that support this complex 

journey and tie these stakeholders 

together through data and insight. 

From consent and randomization, 

through data collection and endpoint 

reliability, CRF 

Bracket deliv-

ers capabilities 

that directly 

enroll, engage 

and support 

patients while 

enhancing site 

p e r f o r m a n c e 

and managing 

the clinical sup-

ply chain opera-

tions that have such a crucial impact 

on each patient interaction. The busi-

ness immediately invested to deliver 

new innovation and deeper insight 

into critical success factors and pro-

vide closer connections to patients.

Communication and Data Collection

Generally, patients must physically 

visit a research site at regular inter-

vals. Other industries routinely use 

technology to overcome geographical 

barriers, collect information and re-

duce the need for travel and face-to-

face consultation. Healthcare gener-

ally has been slower to adopt software 

that might allow these more virtual 

connections to patients through solu-

tions that they already use routinely 

or might use without much complex-

ity. That slower adoption is driven by 

a combination of the risk profile of 

sponsors and regulatory constraints.

“Technology adoption in clinical 

research will always proceed at the 

pace of risk tolerance, rather than the 

pace of innovation,” says Nolte. “In 

many ways, it’s quite rational as drug 

development often involves massive 

financial bets, and biopharma spon-

Mike Nolte

Chief Executive Officer

CRF Bracket



SPECIAL SPONSORED SECTION

BROUGHT  

TO YOU BY

sors seek to remove as many vari-

ables as they can.” Nolte sees part 

of CRF Bracket’s role in the industry 

as an advocate with both customers 

and regulatory agencies in support 

of wider adoption. In any case, many 

well-understood, proven solutions 

have the potential to support more ef-

ficient, more effective clinical trials in 

the future.

“The first remote surgery was con-

ducted nearly 20 years ago,” Nolte 

continues. “It demonstrates the un-

tapped potential of these solutions for 

[arguably] much simpler applications.” 

As an example, high resolution, high 

speed video greatly improved person-

to-person communication and trans-

mission of other visual data. CRF 

Bracket sees an opportunity to employ 

similar communications tools in place 

of some site visits, including difficult 

screening in areas like neuroscience—

an area where the company has deep 

expertise, some portions of examina-

tions and basic patient interviews. So-

phisticated solutions exist today and 

the right workflow and communica-

tions choices can simplify the patient 

experience while expanding the op-

portunity to participate in research to 

individuals who might otherwise be 

blocked by geographic distance.

Devices used for data collection 

further demonstrate the potential to 

extend the reach of trials. Some de-

vices, such as blood glucose meters, 

are commonly used in clinical trials. 

Many sponsors also have established 

clinical innovation groups to explore 

and develop new technologies that 

can be used in clinical data collec-

tion for both primary and secondary 

endpoints, but the pace of adoption 

can lag consumer applications. At the 

same time, collecting data through re-

mote devices has enormous potential 

to further extend the reach and sim-

plicity for patients.

Simplifying Operations

Combining CRF Health and Bracket 

brings a variety of other advantages 

to trial sponsors. “Another enormous 

challenge in drug development is the 

ability to manage a highly complex 

supply chain,” says Nolte. “There is 

real power in linking patient-facing 

solutions, site-based software and the 

supply chain technologies that man-

age the experimental drugs, kits, de-

vices and other materiel required to 

support a clinical study.”

When linked to existing solu-

tions and combined with forecasting 

and predictive analytics, these com-

munication tools, devices and data 

can also provide valuable insight—

“demand signals”—to logistics and 

service networks, preventing disrup-

tion, shortening lead times and reduc-

ing costs. The knock-on effect makes 

the patient interaction more predict-

able, faster and easier.

At scale, CRF Bracket believes that 

it can support new, innovative ap-

proaches that span the patient jour-

ney. At the same time, the larger com-

pany can scale today’s programs more 

quickly. “The activity is rarely consis-

tent,” says Nolte, “and, in fact, it more 

often comes in waves.” Scale also mat-

ters in terms of clinical expertise and 

geographic coverage. The combined 

business brings that global strength 

along with teams around the world. 

It also has deep therapeutic expertise 

that is a legacy of work in complex 

neuroscience trials at Bracket dove-

tailed with CRF Health’s experience 

in many other clinical areas.

Nolte concludes: “We will invest 

across the globe and across the breadth 

of therapy areas with the patient as a 

focal point. We believe that focusing 

there leads to groundbreaking innova-

tion that matters for simplifying drug 

development processes today, and ac-

celerates opportunity to change re-

search – through telemedicine, devices, 

and other services and technologies – 

in the future. We will invest because 

it improves the effectiveness of drug 

development today, simplifies the ex-

perience of patients and supports our 

customers in extending the reach of 

life changing therapies to our families 

and communities.”

“There is real power in linking patient-

facing solutions, site-based software 

and the supply chain technologies that 

manage the experimental drugs, kits, 

devices and other material required to 

support a clinical study.”

http://www.appliedclinicaltrialsonline.com
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REVELING IN 2018’S REVEALING 
DRUG AND BIOLOGIC APPROVALS

Record numbers point to new R&D 

operating environment, driven by a 

changing community of sponsors  

Ken Getz

New drugs and biologics approved in 2018 

signal an exceptional period of change and 

opportunity in global drug development. 

This past year, the FDA approved 59 novel 

small-molecule (NDAs) and large-molecule 

biologic (BLAs) therapies—the highest num-

ber in history.  

This is a remarkable achievement, par-

ticularly in light of the anemic number of 

annual approvals that we saw in the 2005 

to 2010 period. At that time, several indus-

try watchdogs and prognosticators cau-

tioned that the industry had exhausted its 

ability to develop truly novel and innovative 

therapies. They could not have been more 

wrong.

What is most notable about 2018’s ap-

proval volume is not only the scientific inno-

vations that produced them, but also where 

they originated, how they were funded, 

and the operating models, services, and 

technology solutions that supported them 

throughout the R&D process.

Scientific innovation

One revealing feature that sets the 2018 

class of approvals apart is the fact that 

73% were approved under “priority review” 

status, meaning they were recognized by 

the FDA as important, truly novel treat-

ments warranting an accelerated regula-

tory process. They are therapies targeting 

medical conditions for which there is no 

available treatment on the market or they 

offer substantial improvement over current 

therapies, including a standard of care.

  One-third of all new approvals in 2018  

are first-in-class offering a novel mechanism 

of action—a new way of treating a particular 

disease. This is another record achieved 

by last year’s approvals. They represent 

exciting, truly novel breakthrough thera-

pies, including next-generation vaccines, 

new antibiotics for drug-resistant infections, 

combination therapies, nanomedicines, mi-

crobiome or bacteria-based treatments, and 

gene therapies.  

Immunotherapies have been one of the 

leading headliners (e.g., checkpoint inhibi-

tors, CAR-T therapies, and other adoptive 

cell transfer drugs) and they top the list of 

breakthrough therapies receiving approval.  

The first immunotherapy was introduced 

less than a decade ago; there are now 

nearly 2,000 cancer immunotherapies in 

small and large animal studies and in human 

testing. And immunotherapies that have 

already been commercialized to treat one 

form of cancer are now pursuing and receiv-

ing regulatory approval to treat many other 

cancer-related diseases.

In addition to novel therapies, the FDA 

also approved the use of a record number 

of already-marketed drugs to treat new dis-

ease conditions and to be offered in new 

formulations that are more effective, acces-

sible, and/or convenient to patients.

Pipeline composition and structure

In addition to notable areas of scientific 

innovation, new 2018 drug and biologic 

approvals also reveal a major shift in the 

composition of the drug pipeline and in the 

types of companies sponsoring drug devel-

opment activity. Historically, the majority of 

new drug approvals targeted increasingly 

crowded chronic diseases affecting large 

numbers of people. Nearly 60% of approved 

drugs today target rare diseases that repre-

sent very small markets relative to those for 

chronic disease—or blockbuster—therapies.

More than one-quarter (27%) of all new 

approvals are precision medicines. They 

rely on biomarker and genetic data to iden-

tify a far more targeted patient subpopula-

tion that has a much higher likelihood of 

responding to a new treatment safely and 

effectively. According to the Tufts Center 

for the Study of Drug Development (Tufts 

CSDD), half of all drugs in the overall R&D 

pipeline—and about 80% of all drugs in 

development for cancer-related diseases 

specifically—now rely on biomarker and 

genetic data to target therapeutic agents.

And whereas new approvals were his-

torically dominated by the largest, top 50 

pharmaceutical and biotechnology compa-

nies, today the majority of approvals are for 

drugs in development programs sponsored 

by small companies—many that are funded 

by private equity and venture capital. Sixty-

percent of new approvals were from spon-

sors submitting their very first application to 

the FDA. This, too, is a record achievement. 

Small companies have unique needs, in-

cluding a heavy reliance on outsourcing to 

support discovery, preclinical, and develop-

ment activity; a proclivity to seek more open 

collaboration and data sharing models; and 

far more limited resources.

Operating innovation on the horizon

In 2018, approximately $150 billion was 

spent on global R&D activity. Tufts CSDD 

estimates that R&D spending has been ris-

ing 6% annually since 2000. Nearly nine 

out of 10 drugs entering clinical testing fail, 

with wide variation in failure rates across 

different disease conditions. Investigational 

cancer treatment failure rates are among 

the highest. Drug development processes 

are highly complex and inefficient, with 

durations that have shown little to no im-

provement in more than three decades. 

And, on average, the typical drug generates 

a relatively low and declining return on its 

development investment, given the high 

capitalized cost—now estimated at $2.6 

billion—to successfully bring a single drug 

through FDA approval.

To remain viable, drug developers must 

transform long-standing R&D operating pro-

cesses and practices that are largely insular 

and sequential, supported by redundant 

resources and personnel and that under-

utilize key assets and expertise. The grow-

ing prominence of precision medicines and 

treatments for rare diseases and targeted 

patient subpopulations—all requiring more 

complex clinical trial designs and longer 

durations to identify and recruit patients—

intensify the pressure on drug developers to 

accelerate this transformation. 

Another revealing quality of the graduat-

ing 2018 class of NDAs and BLAs is that 

some are part of an emerging new para-

digm that holds promise in delivering better 

quality, speed, and efficiency at lower cost. 

According to the Economist Intelligence 

Unit (EIU), during the past five years, an 

estimated 3% to 5% of clinical trials were 

http://www.appliedclinicaltrialsonline.com
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“patient centric,” in that 

they included patients in 

clinical trial planning and 

design and they were ex-

ecuted with approaches 

that supported greater 

participation convenience 

(e.g., use of mobile tech-

nologies, transportation 

assistance, home- and 

work-based participation). 

The EIU found that pa-

tient-centric clinical trials 

had Phase II and III enroll-

ment rates that were 40% 

faster. They also noted 

that drugs approved with 

patient-centric clinical tri-

als had higher success 

rates and a greater likelihood of receiving 

formulary approval by insurers. Although 

the numbers are small at this time, we an-

ticipate having more data on approvals in 

the coming years to further demonstrate 

the impact of this new operating paradigm.

A growing number of new approvals are 

also being developed in an environment that 

favors more open, precompetitive data and 

information-sharing. New approvals also 

favor increasing use of external collabora-

tions and service providers that offer scien-

tific and operating expertise and operating 

advantages, smarter use of resources, and 

greater leverage of data and analytics to 

inform, manage, correct, and predict. 

During the past several years, we have 

seen massive investments by traditional 

R&D players and new entrants, consortia, 

the capital markets, and the public sector 

in data and data management capabilities 

and technology solutions and applications.  

There is an enormous appetite currently 

for more sophisticated analytics, including 

machine learning and natural language pro-

cessing to analyze a much higher volume 

of data from diverse sources (including 

clinical data and real-world evidence such 

as electronic health and medical records); 

to prioritize and target resources; to iden-

tify and interpret data patterns; to assess 

and mitigate risk; to manage complex lo-

gistical and manufacturing processes; to 

benchmark practices and, increasingly, to 

predict scientific and operating outcomes 

and performance.

Patients and patient advocacy groups are 

playing a growing role in helping to direct 

and even fund drug development programs, 

to define clinically meaningful outcomes, 

and to push the scientific community to pro-

vide higher levels of relevance, convenience, 

flexibility, and transparency.  

We are getting closer to being able to 

aggregate and look at data across the en-

tire R&D and commercialization continuum.  

Components of an historically fragmented 

and disaggregated system within drug de-

velopment and within the broader health-

care arena are becoming increasingly con-

nected and integrated to share and make 

better use of scientific and operating data 

to support open and collaborative learn-

ing—what the National Academy of Sci-

ences calls a Learning Health System—

where every response a patient has with 

a commercially-available or investigational 

therapy informs personalized treatment as 

well as public health outcomes. As integra-

tion unfolds, we expect clinical research 

and clinical care to converge to drive ef-

ficiency through the removal of interme-

diaries and redundant fixed infrastructure 

and labor-intensive activity. And we expect 

patients, payers, and providers to play ac-

tive roles in the development of new treat-

ments.

We have a long way to go to realize the 

full promise of this new operating environ-

ment and to navigate critical issues like 

data ownership, data privacy, data com-

patibility, and the gleaning and refereeing 

of insights in the data. But, as we revel in 

2018’s new drug and biologic approvals, 

we are already seeing truly novel scientific 

innovations generated by a changing com-

munity of sponsor companies piloting and 

operating under an evolving drug develop-

ment paradigm. 

There are now more than 11,000 active 

molecules in the R&D pipeline—a 5-7% year-

over-year rate of growth across the span of 

two decades—to address unmet medical 

needs and improve patients’ lives. This is 

indeed an unprecedented moment.

— Ken Getz, MBA, is the 

Director of Sponsored 

Research at the Tufts 

CSDD and Chairman 

of CISCRP, both based 

in Boston, MA. email: 

kenneth.getz@tufts.edu
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IQVIA Orchestrated Clinical Trials:

Empowering True Patient-
Centric Trial AutomationA Q&A

MaryAnne Rizk, PhD  
Senior Vice President of  

R&D Digital Strategy  
IQVIA

C
linical trial management has changed drastically over the past few decades. Sponsors 

need novel tools for helping ensure patient-centric trials run smoothly in an effort to 

bring innovative, often life-saving new therapies to market faster. Here, Applied Clinical 

Trials talks with MaryAnne Rizk, PhD, Senior Vice President of R&D Digital Strategy at IQVIA, 

about the launch of IQVIA Orchestrated Clinical Trials (OCT), a cloud platform that empowers 

patient-centric trial automation workflows across a portfolio of SaaS applications.

Appl ied Cl in ical  Tr ia ls :  What  is 
Orchestrated Clinical Trials?
Rizk:  We’re ve r y exc i ted about the 

Orchestrated Clinical Trials cloud platform. 

We recognize that the industry challenge has 

changed over the years. Now, 82% of clinical 

trials are delayed and the return on that invest-

ment is about –23%. In addition, customers 

are facing a 300% increase in changes to 

regulatory mandates, making them ever more 

stringent. Moreover, clients frequently face 

activities that are not coordinated effectively.

In response to these challenges, we 

launched the Orchestrated Clinical Trials 

Cloud platform, also known as OCT. OCT is 

an integrated experience for patients resulting 

in more patient-centric trials. We wanted to 

create a digital age of transformation, moving 

beyond automation to true orchestration with 

empowered digital intelligence by leveraging 

artificial intelligence (AI) and machine learning. 

IQVIA is very excited to release what we believe 

empowers a series of patient-centric trial 

automation workflows across a portfolio of 

persona-based applications. This includes the 

four pillars of the clinical trial process, which are:

• Trial Design Orchestration, which 

helps make patient-centric trials more 

predictable and closer to budget;

• Site Engagement Orchestration, which 

facilitates orchestration among sites, 

investigators, site coordinators and 

patients to improve site selection, 

performance and satisfaction;

• Digital Patient Engagement before, 

during and after a study through virtual 

trials, a physician-to-patient referral 

hub, a patient portal, and a connected 

health and clinical data repository; and

• Trial Management, which is how we 

collect the large amount of Big Data 

required for submission readiness.

These pillars are designed to empower life 

science companies of all sizes to competitively 

lead precision therapies to market faster.

At IQVIA, everything we do is centered 

around patients, with our technologies 

focused on increasing productivity, quality of 

life, and of course, patient outcomes. We are 

in a position of privilege and honor because 

we serve over 6,000 clients daily. We feel it’s 

our obligation to elevate the quality of research, 

the quality of commercial and compliance, as 

well as the commercial breakthrough. We have 

reimagined the possibilities to harmonize and 

unify data for our clients in a very novel and 

meaningful way. And, that is how the IQVIA 

Orchestrated Clinical Trial platform was born.

Applied Clinical Trials: How is this plat-
form different from how organizations 
do clinical development now?
Rizk: IQVIA designed OCT to focus on 

empowering the patient’s perspective. 

Companies often talk about data or systems 

integration, but we believe patient centricity 

goes beyond data integration; it’s really 

S P E C I A L  S P O N S O R E D  S E C T I O N
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empowering the Era of Orchestration. Can you collect people, 

process and technology intelligently with predictive workflow 

automation that prompts users within the clinical trials process 

to understand where they need to be? 

We’re leveraging data to empower that intelligence. We have 

machine learning capabilities across thousands of studies we’ve 

done, which has allowed us to not only take in the patient’s per-

spective, but also all of the personas in a clinical trial, whether 

you’re a clinical monitor, a data manager, an investigator, a site 

coordinator, or a CRA. We want all clinical trial stakeholders to 

have insights that increase trust and transparency and optimize 

the clinical trial process, moving smoothly from one stage to 

the next. These capabilities are what distinguish IQVIA; we not 

only enable R&D productivity, but we also expand operational 

excellence from molecule to market.

Applied Clinical Trials: How does this solution deliver 
digital innovation while enhancing patient care?
Rizk: We believe it’s imperative to connect disparate data that 

unlocks true actionable insights from multiple sources of data. We 

must make sure we’re capturing insights in every part of a patient’s 

clinical trial journey in a meaningful way. For instance, how can we 

bring data back to the patient before, during, and after the study?

We believe we must empower innovative solutions for how 

patients want to be engaged. We are able to accomplish this 

with e-consent and other tools. Through our eConsent solution, 

we’ve consented more than 60,000 patients in 50 countries in 

51 languages. This is the era of empowering the patient with 

our orchestration. We’ve created an integrated experience 

where patients are the stakeholders at the center of clinical 

trial automation. So your question, how do we deliver the most 

innovative tools? Part of it is time-to-market value, of course, but 

it is also improving the quality of care for patients through our 

digital technologies and our domain expertise.

Applied Clinical Trials: I understand that Salesforce is 
part of this collaboration. What’s their role?
Rizk: Salesforce is one of our platform software partners. At 

IQVIA, we talk about our digital transformation and some of 

the transformative technologies within our domain expertise of 

delivering best-of-breed solutions to our customers. This past 

year, we launched our partnership with Salesforce, which has 

allowed us to leverage their microservices platform to establish 

a more connected experience for our customers. With IQVIA, 

we have four areas of solution competencies: domain expertise, 

unparalleled data, advanced analytics and transformative 

technology. Within transformative technology, our partnership 

with Salesforce has allowed us to scale even further to create 

solutions that are expanding the gold standard for bringing 

solutions to market faster.

We are working with Salesforce on the Orchestrated 

Customer Engagement for our commercial vertical. We’ve 

had a lot of success with over 30 customers leveraging our 

Orchestrated Experience, moving away from the traditional 

CRM to more of this integrated intelligent workflow.

It’s a similar relationship in the clinical space. That is what 

the Orchestrated Clinical Trials process is about, being able to 

create orchestration from early trial design to final execution. And 

again, that’s powered by our relationship with Salesforce and 

some of the new applications we are quickly bringing to market. 

Our relationship with Salesforce allows us to be agile and suc-

cessful in delivering high-quality standards to our customers.

Technology has always been in our DNA. Historically, we’ve 

been the first to release some of the analytics and innovation 

that are transforming the clinical development landscape. 

We’ve been able to quantify large volumes of data and our 

relationship with Salesforce helps us accelerate technology 

releases  to our customers.

Applied Clinical Trials: Can you provide some examples 
of how OCT orchestrated clinical trials improves pro-
ductivity and patient outcomes?
Rizk: I’ll start with our virtual trials, often known as our study 

hub, where we’ve been able to truly create a digital experience, 

one that empowers patients. Eighty-six percent of trials fail 

because they do not enroll enough patients. Often patients 

find trial participation burdensome because of the time and 

travel required. The average travel time for a clinical trial 

participant is two hours. With modern technologies, we can 

bring the clinical site to the patient. That’s game-changing 

productivity, where we’re decreasing the barriers for access 

and increasing opportunities for patient engagement as well 

as finding ways to give them more insights. Our virtual trials 

and connected devices platforms are exciting because we’re 

driving automation and connecting patients to our technolo-

gies in a meaningful way.

Another way of improving productivity is through our patient 

portal, which brings data back to patients before, during, and 

after the study. This has a profound effect on productivity 

because we’re no longer engaging through layers of advoca-

cies or other leaders. We’re directly connecting patients to 

their data and understanding their experiences, which helps 

expedite the clinical trial process. 

Our other orchestration products include mobile CRA and 

central monitoring where we’re looking to leverage ways of 

optimizing a CRA’s experience to significantly reduce their admin-

istration time by over 50%. We’re looking to decrease site burden 

and optimize the time CRAs are at sites to help increase their 

patient-centric initiatives. Our technology reduces site identifica-

tion timelines by 40% and increases patient enrollment by 30%.

In summary, Orchestrated Clinical Trials empowers speed 

to market, optimizes the clinical trial process, increases data 

trust and transparency across stakeholders, provides automa-

tion, and unifies an experience from clinical trial to clinical file 

for submission readiness. We can also engage with patients 

through our regulatory platform. We are leveraging clinical data 

and moving data across the value chain to regulatory compli-

ance and safety. The unification of data to unlock disparate 

systems is how IQVIA is making a valuable contribution to the 

market and most importantly, to patients.

S P E C I A L  S P O N S O R E D  S E C T I O N
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The Michael J. 

Fox Foundation 

Recruitment and 

Retention Team 

Building a Physician Referral 
Network: A Case Study

P
hysicians play a critical role in facilitating patient 

participation in clinical research.1 In fact, a poll by 

Research!America found that 72% of respondents 

would participate in a trial if their doctor recommended 

it.2 However, general practitioners often are not involved 

in the recruitment strategy for clinical trials. Historical 

barriers have made engagement with physicians chal-

lenging. They may fear losing care of patients to clini-

cal trial site providers, be unfamiliar with the trial and 

principal investigator (PI), or have concerns about jeop-

ardizing the doctor-patient relationship.3,4 One approach 

to building trust and overcoming these obstacles is for 

research institutions and PIs to actively engage with 

community physicians. Reaching out to local physicians 

to increase knowledge about trials and generate confi-

dence can facilitate referrals. We explore this theme in 

our third column in Applied Clinical Trials’ Eye on Patient 

Advocacy series.

The Institute for Neurodegenerative Disorders (IND) 

serves as a prime example of how research institutions 

can better engage with community physicians to build 

referral networks. Founded in New Haven, Conn., in 

2001, IND develops diagnostic tools and treatments for 

individuals with neurodegenerative disorders. Its found-

ers, Kenneth Marek, MD, and John Seibyl, MD, bucked 

the traditional research institution model. Foregoing reg-

ular clinic hours, they focused instead entirely on clinical 

research studies. This novel approach meant that trials 

conducted at IND had to rely heavily on patient referrals 

from community clinicians. 

Through several years of dedicated outreach to clini-

cians in the community, IND built a referral network of 

neurologists located across Connecticut. As a result, 

the top two referral sources for trials at IND are: 1) new 

patient referrals from community clinicians, and 2) a 

database of patients referred to past IND studies. This 

resource of patient referrals has made IND a top recruit-

ing site for Parkinson’s disease (PD) studies, including 

the Parkinson’s Progression Marker Initiative (ppmi-info.

org), a longitudinal observational study sponsored by 

The Michael J. Fox Foundation. IND may seem uniquely 

positioned for success in the development of a physician 

referral network, but Director of Clinical Research David 

S. Russell, MD, PhD, believes that traditional research 

institutions can easily replicate these efforts. Dr. Russell 

outlines a three-tiered strategy to facilitate engagement 

and long-term relationship building among community 

physicians: 

Conduct due diligence 

Learn about the practices in your community 

To maximize your time and effort, do online research 

about local practices. Begin with clinics that are most 

likely to see individuals with the condition you seek. For 

IND, neurologists historically have provided the most 

referrals for their neurodegenerative disease studies. 

Consider connecting with primary care physicians and 

allied healthcare professionals, but prioritize specialty 

physicians as they may more frequently engage with 

your target population.

Understand the needs of community clinicians

Ask physicians about challenges they may be facing in 

their practices. For example, a community neurologist 

may be having difficulties diagnosing a patient. Offer to 

provide an expert second opinion and send your recom-

mendations. Point out research studies that include pro-

cedures and assessments that physicians may find use-

ful to treat their patients. For instance, Dr. Russell has 

found that community physicians often seek DaTscans 

for their PD patients. In addition, explain the various 

patient wellness programs available at your site, such as 

support groups, education events, and fitness/wellness 

classes. Patients can learn about recruiting trials at your 

study site through these programs.

Explain the value of research

In addition to sharing the latest in PD research and re-

cruiting trials, remind community physicians that these 

studies are necessary for the discovery of biomarkers 

and new and improved treatments. Physicians want 

the best care for their patients. Reminding them of the 

importance of clinical research in this process may moti-

vate them to provide referrals. Explain that clinical trials 

Exploring the Institute for 
Neurodegenerative Disorders’ 
non-traditional approach to 
engaging community physicians
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give patients treatment options and access to certain procedures, 

such as a imaging, at no cost. 

Build relationships 

Be willing to dedicate time

Developing a partnership with community physicians cannot be 

done overnight. It took years for IND to forge the relationships it has 

today. At the outset of building a referral network, remember it will 

take time and effort to be successful.

 

Schedule a face-to-face meeting

When trying to engage with community clinicians, there is no sub-

stitute for a face-to-face meeting. Begin by calling the practices you 

have identified. Introduce yourself, provide them with background 

on your research, and let them know that you are trying to gener-

ate awareness about research studies at your institution. Invite the 

clinician(s) to your office for a discussion with other medical provid-

ers from the community about the latest advances in research and 

any trials that are currently recruiting. Maximize your time and the 

number of physicians you can connect with by hosting the meeting 

in your office or another location that can accommodate a bigger 

group. If a physician rejects the invitation, be persistent and ask for 

times that you can drop by their office.

Facilitate patient referrals

Make the process of referring patients as simple as possible. Give 

local practices study flyers and brochures for patients to read in the 

waiting room and discuss with their doctor. Provide physicians with 

pocket cards listing high-level eligibility criteria to quickly reference 

when examining patients. Avoid presenting community clinicians 

with eligibility criteria not usually gathered through standard clinical 

care, such as scales and questionnaires used in clinical trials. Physi-

cians may rule out patients if they are unfamiliar with some eligibil-

ity criteria. Supply practices with a fax referral form to easily send 

contact information and a note about interested patients. Obtain 

patients’ contact information, with their permission; this is faster and 

more efficient than waiting for patients to call the research site. 

Engage with physicians for the long term 

Build trust

Assure community clinicians that your intention is to expand aware-

ness about research opportunities and help interested patients find 

a study that is right for them. To alleviate fears that they may lose 

patients to healthcare providers at your institution, consider the 

following language: “We will provide only the care necessary to con-

duct the trial and to ensure patient safety. We will refer the patient 

back to you for any clinical issues.” 

Communicate patient progress

Update referring clinicians about their patients on a regular basis. If 

a patient is not eligible for any recruiting studies at the site, send the 

referring physician a note expressing your gratitude for the referral 

and explain why the individual was ineligible. If a referred patient is 

a study candidate, inform their doctor and make yourself available 

to answer questions. Upon enrolling a referred patient into a study, 

send their physician an email or letter explaining any medical pre-

cautions or exclusionary medications. After a patient is enrolled, pro-

vide the referring physicians with updates around milestones, such 

as a patient’s test results and study withdrawal and/or completion. 

Consider organizing a group meeting or webinar to explain study re-

sults to all referring physicians.

Reinvigorate your physician referral network

Building a referral network is an ongoing process. Physicians leave 

practices and new ones are added. It is important to develop new part-

nerships and maintain existing relationships. IND invites community 

clinicians from across Connecticut to dinner twice a year to discuss 

advances in Parkinson’s research and new treatments or challenges in 

the field. A biannual webinar also can serve as an alternative to an in-

person meeting. Remember to express gratitude to physicians in your 

network for their continued commitment to advancing research. 

While there is no denying that building a physician referral net-

work takes time and dedication, expanding research awareness to 

more clinicians and ultimately more patients can help accelerate 

recruitment for clinical trials. 

For more information on the Institute for Neurodegenerative Dis-

orders and its work, visit indd.org.
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Glimpsing the Future of 
Clinical Trial Design
Sony Salzman

R
andomized controlled trials (RCTs) have long been 

held as the gold standard in medical research—and 

for good reason. By creating a rigid study design and 

splitting patients up into “treatment” and “control” arms, 

RCTs are widely accepted as the best way to determine 

whether an experimental new treatment is indeed better 

than the standard of care.

But RCTs have one major drawback: they’re expen-

sive, time-consuming and labor-intensive. To make mat-

ters worse, once the trial is finished and the results are 

tabulated, the entire trial operation is often shuttered, 

meaning much of the data that was collected will never 

be used again.

We live in a data-rich world. Outside healthcare, other 

industries successfully leverage large datasets and ad-

vanced computer science techniques such as machine 

learning to streamline business operations. But within 

the clinical research industry, trial design has not been 

greatly enhanced by the trappings of modern computa-

tional technology.

There are signs that the industry is ready for change, 

with three different trends converging on the clinical re-

search landscape that promise to slowly improve upon 

clinical trial design without necessarily undermining the 

sanctity of the RCT gold standard. The first of these trends 

is known as a “common protocol template,” or the concept 

of using one streamlined protocol that is then adapted to 

specific research programs. Second, is a concept called 

“quantitative” trial design, which leverages predictive ana-

lytics to streamline the planning, execution, and opera-

tional side of clinical research efforts.

Third, is the concept of creating a synthetic placebo 

arms, or using existing patient data instead of enrolling 

new patients into the placebo arm of a randomized trial 

and then giving them a dummy drug. These new ap-

proaches are not without their detractors, but most have 

received tactic if not fully-throated support from the FDA.

In their own ways, all three concepts—the common 

protocol, quantitative design, and synthetic placebo 

arms—are attempting to leverage modern computational 

firepower to make clinical trials cheaper for sponsors, 

safer for patients, and better for public health.

These three concepts “are solutions to the general 

problem and challenge [of] getting the scientific process to 

become more efficient,” says David Lee, chief data officer 

at Medidata Solutions. The idea, Lee adds, is to get results 

that are “as accurate as possible, as fast as possible, and 

in the least risky way possible.”

Today, these new trial concepts are rolling out cau-

tiously in low-stakes settings. But in the future, they may 

lead to a reimagined world of clinical research.

Laying a foundational framework 

with a common protocol template

A study protocol is basically a roadmap for each clinical 

trial. Over time, pharmaceutical sponsors have developed 

their own proprietary study protocols, each of which var-

ies from sponsor to sponsor. Meanwhile, protocols have 

grown more complex as clinical research questions have 

become more exacting and precise, driving up the cost 

and time of conducting a clinical trial. 

The complexity and diversity of these protocols cre-

ates headaches for study sites, institutional review boards 

(IRBs), and regulators who are asked to read and interpret 

a dizzying array of study protocols from various sponsors.

Enter the concept of a common protocol, or a single 

streamlined template that is consistent across study spon-

sors. “The reason a [common protocol] was needed is ev-

ery sponsor of research writes their protocols differently,” 

says Vivian Combs, advisor/process owner of clinical in-

formation and process automation at Eli Lilly and Company, 

and also the lead of the Common Protocol Template Initia-

tive at TransCelerate BioPharma, a non-profit collaboration 

of more than 19 biopharmaceutical companies.

Historically, says Combs, “there has not been very 

much clear guidance around what an ideal protocol looks 

A look at three contemporary trends that though integrated cautiously 
at first, may open up a reimagined world of clinical research.
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like.” But over the past decade, pharmaceutical companies (repre-

sented by TransCelerate), the FDA, and the National Institutes of Health 

(NIH) all realized the need to straighten up the protocol mess, and be-

gan to separately develop streamlined protocol templates.

By 2017, all three groups—TransCelerate, FDA, and NIH—teamed 

up to harmonize their respective templates. Today, the respective 

templates have been finalized, with each slightly fine-tuned for specific 

research purposes (for example, the NIH template is geared toward 

investigators who receive government grants and funding, while Trans-

Celerate’s template is designed for pharmaceutical sponsors).

Since it was launched in 2017, TransCelerate’s Common Protocol 

Template (CPT) has been downloaded over 7,600 times, primarily by 

biopharmaceutical companies, but also by a mix of government agen-

cies, major cancer centers, and independent researchers.

“TransCelerate is certainly leading the charge here,” says Tom Lehm-

ann, managing director, Accenture Life Sciences. “It’s certainly very 

beneficial for the industry to create some operational consistency, par-

ticularly as you’re moving into more data sharing.”

When it comes to data sharing, there was plenty of room for im-

provement. In the 1980s and ‘90s, study protocols were written on pa-

per, but even after pharma sponsors ditched paper and pencil in favor 

of computers, protocols were formatted in a way that made it difficult 

to share information. For example, data entered in a study protocol at 

one site is often manually re-entered at multiple points throughout the 

life cycle of a clinical trial—a process ripe with errors. Meanwhile, any 

changes made to the master protocol must be communicated to the 

study sites in a time-consuming and manual process.

The increasing complexity of protocols makes these problems 

worse, with a 2016 analysis by the Tufts Center for the Study of Drug 

Development (CSDD) finding that among protocols that had a substan-

tial change during a trial, 23% were completely avoidable, with some 

due to human error. Protocol non-compliance—in which sites don’t 

follow the protocol exactly—has also grown rapidly over the past de-

cade, and now accounts for 46% of all site deficiencies, according to 

research published by Tufts in 2015.

But thanks to advances in computer programming, it’s now possible 

to rely on computers to auto-populate fields across different systems 

and store those fields to be used for different purposes later on.

“If a machine could ‘read’ the protocol,” explains Combs, “a human 

wouldn’t have to do the work of structuring the information and feed-

ing it into the next downstream system.”

“There are a dozen or more downstream processes that are waiting 

for that information,” says Combs. These include case report forms 

(CRFs), grant applications, statistical analysis plans, and clinical trial 

registries. With a truly digital protocol, these downstream systems 

could be automatically updated, much like an automatic software up-

date, rather than manually re-entered by research staff.

Still, there is some resistance to the widespread adoption of Trans-

Celerate’s Common Protocol Template—most having to do with indus-

try inertia, says Combs.

Traditionally, she says, “the protocol has been, within companies, a 

place to capture that institutional knowledge. It has become a holding 

ground for those kind of lessons learned.”

“I think everybody understands the value of having a common tem-

plate, but it’s hard to let those things go,” adds Combs.

Looking to the future, Combs says that common protocols will facili-

tate data sharing between companies—encouraging greater collabo-

ration among pharma companies and reducing unnecessary clinical 

research costs.

According to Stuart J. Pocock, professor of medical statistics at the 

London School of Hygiene and Tropical Medicine, it’s a good idea for 

pharmaceutical companies to collaborate on a common template.

“This would enhance the field,” he says, “and at the end of the day, 

you can combine the results more reliably in a meta-analysis.” Cur-

rently, conducting a meta-analysis is a difficult and time-consuming 

endeavor because biostatisticians must pull data from a myriad of 

different studies that were all executed on a diverse array of proto-

cols. In the future, when more research is conducted under a com-

mon protocol, meta-analysis will become more accurate and reliable, 

experts predict. 

“The possibilities are almost mind-boggling,” says Combs. 

Optimizing operations and design 

criteria with quantitative design

The concept of quantitative design “means many things to many 

people,” says Lee. But at its core, quantitative design employs re-

cent advancements in data management, computer modeling, and 

predictive analytics to improve a trial’s operational efficiency and 

chance of success. 

Quantitative design employs a “data-driven approach” to determin-

ing the best path forward in a drug development program, says Venkat 

Sethuraman, associate principal and the global clinical lead within ZS 

Associates’ R&D excellence practice.

It’s like Google Maps, explains Sethuraman. When navigating using 

Google Maps, “Google tells you there are four ways for you to get to a 

particular destination,” he says. Once you see all the options laid out, 

“you can choose which direction you want.”

Today, through machine-assisted learning, computer algorithms can 

look at massive amounts of historical clinical trial data. Then, that al-

gorithm can predict—with a high level of accuracy—which trial design 

features will take the longest, which will be the most expensive, and 

which are likely to result in trial success.

That means, instead of generating a trial design based on the experi-

ence of a company’s most senior clinical research scientist, studies 

would be designed by looking at data on what has worked in the past, 

and using that data to make predictions about the future.

For example, says Lee, one of the most fundamental questions 

when planning a new clinical research study is that of statistical power. 

Chiefly, how many patients need to be enrolled so that the trial can 

achieve statistical significance? “That is a calculation that is based on 

assumptions that could be informed quantitatively, or through data,” 

says Lee. “But often times that’s done in a more informal way,” based 

on the experience of the lead scientist, he notes.

Another application could be the use of quantitative analysis to 

determine which cancer indication to pick first when designing the 

clinical research program of a new experimental oncology therapy. For 
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example, is the new candidate more likely to succeed in melanoma or 

lung cancer? Today, those decisions are “primarily based on what the 

physician thinks,” says Sethuraman. “It’s not very data-driven. I think 

there’s a huge opportunity for machine assistance.”

And with so many massive Phase III trial failures in recent years, 

Lehmann says there has been “a big push” to “do a better job of feasi-

bility assessment.” 

“There also seems to be a shift on the predictive part on the op-

erational side,” says Lehmann. “People are thinking to use their opera-

tional data to not only manage the trial but also to [ask], ‘What sites are 

likely to enroll on time? At what point in the trial do I want to have an 

intervention because I want to keep things on track?’” 

It’s still early days for quantitative trial design, with companies like 

Medidata and ZS offering their clients tools and apps to strengthen and 

streamline studies from the very first design decisions. 

“Civilization is increasingly driven by models and data, so I think 

this theme is being adapted into the clinical trial space as well,” says 

Lee. “How do we do what Netflix or Amazon has done on the con-

sumer side?”

“The technology is there, says Lehmann, but  “the question is: is it 

actually changing the way [companies] operate, or are they still relying 

on instincts?”

Enhancing an ethical obligation to 

patients with a synthetic placebo

Every year, thousands of hopeful patients enroll in clinical research 

studies, only to be given a placebo intervention. This feature of ran-

domized trials—the placebo control arm—is necessary to determine 

whether an intervention has a real effect on patient outcomes.

But placebo-controlled trials have long created hang-ups in clinical 

research. Most patients would rather take an active drug than a pla-

cebo. In addition, there are ethical implications to consider when giving 

a placebo treatment to a patient with a potentially deadly disease.

Over the past several decades, pharmaceutical sponsors have col-

lected an unprecedented amount of placebo-controlled data. This data 

indicates how different types of patients—from cancer patients to 

diabetes patients to psoriasis patients—fare while taking nothing more 

than a sugar pill.

Today the industry is hoping to leverage that historical data, compar-

ing those outcomes against the experimental therapy in lieu of a pla-

cebo-control arm of a trial. In fact, in 2017, researchers used Medidata’s 

de-identified database of 3,000+ trials to create a “synthetic control 

arm” for a Phase I/II single-arm trial in acute myeloid leukemia (AML).

Although study authors noted that synthetic controls are “not 

ideal,” they also pointed out that they may be “much more efficient 

and economical” than traditional placebo-controlled studies. They 

concluded that using synthetic control arms to predict which patients 

will respond “can help build more efficient and more informative 

adaptive clinical trials.”

In addition to Medidata’s efforts, TransCelerate is also working on 

an initiative to maximize the value of existing placebo and standard-

of-care data through an initiative called DataCelerate. According to 

TransCelerate, this initiative could improve trial design, improve re-

searcher’s understanding of specific patient populations, and stream-

line trial execution.

And in December 2018, then-FDA Commissioner Scott Gottlieb 

indicated the agency’s willingness to explore the use of “real-world” 

electronic medical record (EMR) data in the context of clinical research.

Unlike data from the placebo arm of prior clinical trials, so-called 

real-world data (RWD) is typically de-identified patient data gleaned 

from the EMR. RWD tends to be messier than highly-sanitized clinical 

trial data. Nevertheless, there is so much RWD currently sitting unused 

in EMR systems that researchers are working out how to build com-

puter analytics models that can safely interpret and leverage that data.

As Gottlieb wrote in his statement last year, “these opportunities 

are already being recognized. In the oncology setting, for example, we 

currently have new drug applications under review where [RWD] and 

[real-world evidence] are helping to inform our ongoing evaluation as 

one component of the total complement of information that we’re eval-

uating. This is especially relevant when it comes to the evaluation of 

treatments for uncommon conditions, such as very rare tumor types.”

Lee adds that the evaluation of synthetic data or RWD is something 

the FDA is growing increasingly willing to consider, particularly in oncol-

ogy and other high-stakes settings.

Lehmann, meanwhile, notes that the use of RWD could also be ex-

tremely helpful in common diseases, such as cardiovascular disease, dia-

betes, and other indications “where there is already a significant dataset 

that is out there to use as a comparison.” Ultimately, Lehmann says, “it 

comes down to the ability for the biostatistician and the sponsor to have 

trust in the data and believe it is a relevant comparison to their therapy.”

Not everyone shares this optimistic outlook when it comes to syn-

thetic and real-world trial data. “You can’t replace randomization,” says 

Pocock. “In order to get a fair comparison of two treatments, you need 

to randomize patients one to another. Comparative effectiveness via 

big data is a bit of a con.”

But synthetic control arms might come into play for pharma spon-

sors during very early stage trials, long before a regulatory decision 

needs to be made, says Lee. “At the end of [Phase I] trials, you need a 

go/no-go decision,” says Lee. “But if you don’t have a control arm, it’s 

kind of hard to assess whether or not you think the new drug will per-

form better than standard of care. The internal go/no-go decisions can 

be greatly informed by the use of a synthetic control arm.”

“The key is, the pendulum cannot go completely to the other end,” 

says Sethuraman. “The RCT cannot be completely replaced.”

Sony Salzman is freelance journalist who specializes in health and 

medical innovation. She can be reached at sonysalz@gmail.com.

“The key is, the pendulum 

cannot go completely to the 

other end. The RCT cannot 

be completely replaced.”
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Placebo response is growing and 

contributes to the risk of trial failure.

C
linical trials succeed or fail based on the ability of the primary endpoint to differentiate 

study drug from control conditions. In the case of placebo-controlled studies, the 

levels of random error, sources of noise, variability introduced by patient or investigator 

factors, and placebo response rates can have a profound influence on the outcome. Design 

and execution teams can take several steps to reduce these risks, improve signal-to-noise 

ratios, and mitigate the impact of placebo response. Applied Clinical Trials recently spoke with 

Mark Opler, PhD, MPH, chief research officer of WCG, MedAvante-ProPhase, to learn how 

these approaches need to be incorporated into standard practice to reverse prevailing trends 

going forward for certain therapeutic areas and conditions.

Applied Clinical Trials: What’s the dif-
ference between positive, negative, and 
failed trials?
Opler: A positive trial is what we all strive for 

in clinical research: the experimental treat-

ment (e.g., the drug, the device) is clearly and 

unequivocally better than the control (e.g., 

placebo). A negative trial is the regrettable, 

but sometimes inevitable, consequence of 

research in which the experimental treat-

ment is not better than the control.  And, a 

failed trial—where the outcome cannot be 

interpreted—is probably the worst possible 

outcome because we’ve spent a lot of money 

and time, we’ve exposed patients to an 

experimental treatment, and we’ve come no 

closer to the answer than when we started.

Applied Clinical Trials: Is placebo 
response really a problem for clinical 
research?

Opler: Yes, definitely. The placebo response 

is probably the leading cause of failed 

trials. Placebo response and high placebo 

response occur when patients in a placebo-

controlled study respond well to what is 

essentially no active treatment. The sugar 

pill produces the same or better outcome 

than the experimental treatment. It’s a very 

serious problem in clinical research. Those 

of us who have been studying it for many 

years have realized that this problem is 

actually growing. The placebo response 

was once negative or absent in certain thera-

peutic areas. Now, we’re seeing it routinely 

sometimes outstripping effect sizes from the 

treatments we’re studying.

Applied Clinical Trials: Why does placebo 
response occur?
Opler: The most probable cause of placebo 

response is therapeutic expectation (i.e., the 

S P E C I A L  S P O N S O R E D  S E C T I O N
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expectation of improvement). We, as an industry, have not 

adequately addressed it in our clinical research work. The 

average patient that comes into a study needs to be very 

carefully educated about their role and about the use of 

placebos. We want patients to get better and they may come 

in expecting to get better when they enter a clinical trial, par-

ticularly if they don’t fully appreciate the difference between 

clinical research and medical care.

Applied Clinical Trials: What should sponsors and study 
teams know about measurement reliability?
Opler: Another contributor to failed trials is the lack of reli-

ability of measures. For instance, if a thermometer is used 

incorrectly, we get the wrong 

result. Measurement reliability 

is about ensuring that, from visit 

to visit, from patient to patient, 

and from site to site, we have 

reliability in our approach to 

evaluating the primary outcome. 

Whether that primary outcome 

is driven by a thermometer, a 

clinical interview, or a specific 

examination procedure, we can 

reduce the risk of failed trials 

and increase the likelihood of 

trial success by paying appro-

priate attention to reliability.

Applied Clinical Trials: What role do you think tech-
nology plays in all of this?
Opler: Like anything else that we do in clinical research, 

technology is omnipresent. In our efforts to combat placebo 

response and improve measurement reliability, technology can 

play a very important role. Whether you are using electronic 

forms for clinical outcome assessments or technology to 

evaluate the level of noise in data over time, consider every 

technological aspect of the program being conducted and 

ask, “Is this contributing to study success? Is it improving the 

reliability of measurement? And is it getting me closer to my 

ultimate goal, a positive trial?”

Applied Clinical Trials: What are your top three recom-
mendations to sponsors?
Opler: For sponsors in the process of planning studies, I 

would urge them to do three things. First, think about study 

design. There are aspects of study design that can contribute 

to lower placebo response and higher success, whether that’s 

the number of arms in the trial 

or the selection of outcomes 

and endpoints All of these can 

contribute in subtle, and not so 

subtle ways, to a positive study.

Second, make sure that for 

almost every therapeutic area, 

sponsors and study teams have 

a strategy to mitigate the risk of 

high placebo response. This 

is clearly recognized in some 

therapeutic areas, but we have 

yet to build a meaningful aware-

ness in others.

Third, the sponsor should be 

aware of what is being done to 

ensure measurement reliability, to ensure that methods and 

procedures are in place to make sure the most vital data—the 

primary endpoint—in the study is being protected from noise 

and from error. Those are the top three recommendations 

to anyone, almost regardless of disease therapeutic area or 

stage of development.

“The most  p robab le  cause  of 

placebo response is therapeutic 

expectation (i.e., the expectation of 

improvement). We, as an industry, 

have not adequately addressed it 

in our clinical research work.”
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De-risking Master Protocol 
Implementation 
Brian Barnes, Rachael Song

W
ith recent reports noting that R&D returns in 

the biopharmaceutical industry have fallen to 

their lowest levels in nine years1, life sciences 

companies need to evaluate the current R&D model and 

the way clinical trials are designed and implemented. 

One possible innovation to enhance R&D efficiency is 

master protocol studies. In FDA draft guidance issued 

in October 2018, a master protocol is defined as “a 

protocol designed with multiple sub-studies, which may 

have different objectives and involves coordinated ef-

forts to evaluate one or more investigational drugs in 

one or more disease subtypes within the overall trial 

structure.”2 

Common types of master protocol studies include:

 

• Basket trials, a single investigational drug or a drug 

combination in multiple disease populations.

• Umbrella trials, which include multiple investi-

gational drugs in a single disease population. 

• Other trial designs that may include a combination of 

design features both of basket and umbrella trials.

Master protocol studies can provide potential oppor-

tunities to shorten R&D timelines, reduce R&D costs, and 

improve the probability of success—if designed and im-

plemented properly. The uniqueness of the master pro-

tocol design is that it starts from a more open beginning 

and gradually adjusts the design to the direction where 

there is a higher probability of success. For instance, 

adding new treatment arms, changing the standard of 

care arm, adding or removing disease populations, and 

changing eligibility criteria. These are achieved by utiliz-

ing more frequent interim data reviews and decision-

making that relies significantly on data currency and 

data quality. However, the master protocol design has 

dramatically increased implementation complexities be-

cause of the frequent substantial protocol amendments 

and/or protocol adaptations. As a result, the questions 

about what, why, when, where, who, and how have be-

come critical to answer.

Master protocol studies: The what?

Master protocol studies usually are large global stud-

ies and involve numerous countries and investigational 

sites that have different requirements and processes 

for reviewing protocols. The sites also have different 

processes and systems in place for patient data, labs, 

contracts, finance, etc. Besides sponsors and contract 

research organizations (CROs), many vendors are used 

in the study for clinical supplies, lab sample processing 

and analysis, and imaging data review. Sponsors, CROs, 

and vendors also use many different systems for data 

capture and analysis. Because of the numerous entities 

involved, these processes and systems may have signifi-

cant data overlap and lack the necessary integration. 

A master protocol study can constantly change. It is 

reflected in the downstream work activities conducted 

by various parties, including regulatory affairs, ethics 

committees, institutional review boards (IRBs), sponsors, 

CROs, vendors, and sites, all of which ultimately impact 

the patient. In the current R&D model, all of these activi-

ties are performed by different companies and organiza-

tions using different processes and systems. As a result, 

interoperability needs to be assessed, with protocol de-

velopment and any amendments handled by the sponsor 

or a sponsor-contracted company or consultant. 

To ensure data consistency and an integrated process 

flow, various process plans, data transfers, and recon-

ciliation agreements are established, which takes sig-

nificant time and effort to develop and implement at the 

start-up stage of a trial. In a master protocol study, the 

development and setup activities need to be conducted 

again whenever there is a protocol amendment and ad-

aptation that impact the critical process and data identi-

fication. That can make it even more challenging than at 

the initial setup because enrollment is ongoing, and/or a 

high number of patients are still active in the study. 

Compared to a master protocol study’s innate flex-

ibility and adaptability, a traditional protocol model can 

seem inflexible, slow, and unclear. In this context, an or-

chestrated cross-functional, risk-based approach to im-

Using a risk-based model to navigate the inherent changes and fluctuations 
in master protocol studies—and help maintain data integrity throughout.
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plement master protocol studies address many of the concerns with 

a traditional study methodology. The principles established within 

ICH E6 (R2) provide opportunities to effectively address these chal-

lenges, while ensuring human subject protection and reliability of 

trial data are maintained throughout the life cycle of the clinical trial.

Integrating quality and risk management

The implementation of a master protocol study starts with the 

development of a sound integrated quality and risk management 

plan (IQRMP) to de-risk the complexity by answering the questions 

about what, why, when, where, who, and how in relation to an evolv-

ing protocol. The IQRMP defines the actions each functional group 

and party will take to proactively identify, assess, and manage risk 

throughout the life of the master protocol and each sub-study. As 

important as predefined actions are to identified risks, an IQRMP 

also should have the agility and flexibility to adapt to the speed and 

frequency of the changes with master protocols since it’s impossible 

to foresee all the risks when the study is initiated. Therefore, rather 

than trying to predict a fixed future, the IQRMP serves as a tool to 

understand the data that will be available at each point to make real-

time decisions as the study evolves. 

The initial step in the development of an IQRMP is the risk as-

sessment using an instrument such as the risk assessment catego-

rization tool (RACT). The RACT requires the identification of critical 

process and data identification based upon the protocol and its end-

points and objectives. Those evaluations will evolve as the protocol 

design advances and connects with functional oversight plans, pro-

cesses, and systems residing with various parties and stakeholders. 

This creates an ideal venue to orchestrate the cross-functional and 

cross-party changes using a risk-based approach. The risk assess-

ment process also ensures that ongoing risk reviews are performed 

throughout the life cycle of the study. 

These regular reviews offer an opportunity for orchestrated and 

cross-functional engagement to safeguard important protocol direc-

tion decisions with ongoing risk reviews and mitigations. Due to the 

complexity of master protocol design, it can be valuable to separate 

out each sub-study from the master protocol while critical processes 

and data identification are collected as a component of the risk as-

sessment. Once risks are identified for each sub-study, the data is 

consolidated to identify similarities and prioritize those risks that bring 

greatest impact to the overall master protocol. Another approach is 

to “break” the protocol based on what is certain and what is subject 

to change, then identify the associated critical data and processes ac-

cording to these “time zones” to help prioritize, while remaining agile 

and flexible. 

Addressing challenges: Centralized monitoring, RBM

As previously noted, to achieve the purpose of a master protocol 

study, data must be entered and cleaned in a timely manner. Data 

currency and quality directly impact the timeliness and quality of 

these important study direction decisions as well as the trial’s overall 

success. However, it’s extremely challenging to maintain high data 

currency and quality in such fast-paced, complex, large global stud-

ies. To help address the related challenges, ICH E6 (R2) allows for 

varied approaches with a focus on centralized monitoring. 

Centralized monitoring is valuable for master protocol studies due 

to the speed of study execution, the frequent study adaptations and 

amendments, and the scope of changes in study implementation. Po-

tential data integrity and subject safety concerns must be identified 

and investigated promptly. Centralized monitoring, inclusive of ad-

vanced data analytics, allows for large volumes of data to be reviewed 

more quickly than the traditional 100% onsite source data verification 

(SDV) monitoring approach. Focused, targeted monitoring activities can 

promptly identify data anomalies for additional root cause analysis and 

corrective actions by clinical research associates (CRAs). 

A risk-based monitoring (RBM) approach also brings enhanced qual-

ity control to master protocols via the use of key risk indicators (KRIs). 

KRIs are alerts at specific sites, or at the study level, in the form of 

atypical patterns of data that indicate potential risks related to the con-

duct of the study to ensure the defined risk-mitigation techniques are 

effective. Establishing these alerts in a master protocol study provide 

a just-in-time mechanism to identify the signals and trigger appropriate 

action plans. Due to the constantly changing nature of master protocol 

studies, it’s also important to ensure agility and flexibility are built into 

the KRIs and reviewed at more frequent intervals than traditional pro-

tocol designs. These RBM approaches help to align precious time and 

resources more intelligently in accordance with the evolving protocol 

design and ongoing risk assessment.

The protocol’s path: Continuous navigation

In the evolving journey of the master protocol study, from its initial 

version to its final iteration, there are many interim timepoints at 

which data is reviewed and protocol direction decisions are made. 

An orchestrated risk-based model provides opportunities at these 

timepoints to establish cross-functional engagement and safeguard 

these important protocol direction decisions. Its structured frame-

work embedded in the life cycle of the study helps de-risk the inher-

ent protocol complexity and navigate changes. This model provides 

clarity to the earlier questions about what, why, when, where, who 

and how, and establishes a continuous model that can be reused as 

needed in the study duration in its full or partial version. 
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Clinical Research as a Care 
Option: Optimizing Approaches

Hanne Van de Beek

T
he recent industry-wide focus on expanded access 

to healthcare as well as the desire for patient-cen-

tric approaches, high-quality care, and enhanced 

patient satisfaction have increased the interest in the 

concept of clinical research as a care option (CRAACO). 

The CRAACO concept views clinical trial participation 

as another viable medical care option for all patients 

who qualify, ultimately improving patient and popula-

tion health while simultaneously accelerating clinical 

research.

The benefits of CRAACO include improved patient 

access, expedited drug development, and improved pa-

tient outcomes. To realize these benefits, a fundamental 

change in healthcare systems needs to occur—going 

beyond just increasing individual and physician aware-

ness of clinical trials as a valid care option to integrating 

CRAACO into the healthcare ecosystem. Only then can 

we seize the opportunity to utilize CRAACO to help ad-

dress our collective responsibility of changing the reality 

of health disparities and access to care. In this article, 

three key considerations and strategies for helping the-

concept of CRAACO succeed are discussed.

How can the industry realize 

the benefits of CRAACO?

We have yet to see the broad integration of CRAACO in 

healthcare for a number of reasons, including: a general 

lack of awareness of clinical trials; a lack of knowledge 

of the currently available clinical trials; a perception that 

clinical trials are burdensome and do not consider the 

patient’s best interest; the belief that trials do not cater 

to participants’ individual needs; and ethical concerns 

within the industry about confusing research with pa-

tient care.

To overcome these challenges, the industry needs to 

build awareness and trust across the entire spectrum 

of care, begin considering patients as individual people, 

and focus on people (versus patient) centricity.

1. Closing the awareness gap and building trust

For patients and physicians alike, the lack of an inte-

grated approach to research across the healthcare sys-

tem limits awareness of clinical trials.1 When surveyed, 

45%-58% of patient respondents around the world said 

their doctors did not offer research as a care option.2,3 

Physicians and nurses report not referring patients to 

clinical trials because they are unable to access clinical 

study information, are unsure of the referral process, 

and have insufficient time and information to evaluate 

clinical trials, let alone discuss them with their patients.4

Regarding trust, hesitancy about taking a chance with 

their health, concerns about the risks of clinical research, 

and the desire to avoid being treated as a “guinea pig” 

ranked as the top three reasons why patients do not 

participate in research.2,3 Some members of the public 

also remain concerned that patients are enrolled in trials 

without their knowledge, and a third of survey respon-

dents believed that participants in clinical trials are not 

treated fairly and with respect.5

Strategies for building awareness and trust

It might be time to reconsider how we communicate with 

patients about trials. Awareness efforts should focus on 

sources patients regularly use and in which they place 

the greatest amount of trust. The best approach needs 

to be determined for each study—based on the patient 

population, geographic location, and therapeutic area.

Digital media has become a leading source of health 

information, with 80% of individuals using online sources 

to learn more about specific diseases or treatments.6 Re-

garding clinical trial information, 57% of patients would 

search online, compared with 60% who reported they 

Examining the fundamental changes required to successfully 
integrate clinical research into mainstream healthcare.
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would ask their doctor.5 To access information digitally, mobile 

devices are increasingly the go-to platform, which can also be lev-

eraged by sponsors to easily determine eligibility even while the 

patient is still at their doctor’s office.6

Although digital sources are the most widely preferred globally, 

preferences do vary by patient demographic and specific geographic 

location.2 For example, compared with respondents in North Amer-

ica, Europe, and Asia-Pacific, respondents in South America were 

more likely to become aware of clinical trials through pharma com-

pany websites or their family and friends. Along with TV and newspa-

per ads, these sources represented the top three rankings. 

Similarly, the level of trust placed in information sources varies. In 

a recent survey of previous trial participants, TV or newspaper ads 

are the least trusted source globally.2 Interestingly, when segmented 

by sociodemographic characteristics, respondents with lower edu-

cation levels placed the greatest trust in TV or newspaper ads, while 

Hispanic respondents placed the least trust in clinical research infor-

mation found in doctor’s offices or clinics. 

To overcome some of the trust issues, consider involving the tar-

get population in the study design process. Provide information up 

front about the study objectives, ask for insights regarding the out-

comes of most importance to them, and make sure that the insights 

gained through the research (e.g., lab tests, study results) are used 

for ongoing patient benefit. In essence, make sure that the patients 

are also benefiting from the research.7 Also, seek input regarding 

how study participation could be facilitated (e.g., visit scheduling, 

visit locations, data collection modality). 

An overwhelming 72% of patients would participate in clinical 

research if their doctor recommended it,5 and more than half of all re-

spondents, regardless of geographic location, age, education level, or 

socioeconomic status, preferred hearing about trials from their health-

care provider more than from anywhere else.2,3 Although many doctors 

and nurses are willing to consider clinical research in their practice, cur-

rently they only refer 0.04%-0.2% of their patients to clinical trials.4 Buy-

in from healthcare providers remains one of the greatest challenges 

with bridging clinical research and healthcare,8 highlighting the impor-

tance of increasing outreach to physicians and healthcare providers.

It is crucial to implement strategies to help these parties find 

and identify well-designed trials. Perhaps use regularly visited web-

based platforms such as specific healthcare social media platforms 

or reference sites, in which information can be conveniently and 

quickly reviewed and processed. Educational programs and con-

tinual training about clinical trial offerings could be provided across 

all areas of care and specialties.

By adapting an integrated, consistent approach to research within 

the ecosystem, companies could start to build trust that the process 

of referring and following up patients in clinical trials will not sub-

stantially increase the burden of care.

2. Recognizing patients as individuals

Clinical trials have traditionally viewed the target population as a dis-

ease or condition of interest, rather than as unique individuals with 

different concerns, lifestyles, and level of healthcare management.

Strategies to make patients feel like valued individuals

As with the strategies to increase awareness, it’s time to go “where 

the patients are”—understand what motivates and limits research 

participation and build strategies around these. Also, be aware that 

these motivators and limitations (both perceived and real) could 

differ from study to study, depending on the target population and 

therapeutic area, and the incentives to participate should be com-

mensurate to the level of burden.

Many patients and caregivers appreciate that efforts are being 

spent to find new treatments but may need more than an altruistic 

motive for participation. For more debilitating, progressive, and 

degenerative diseases, patients’ capabilities can change over time, 

making daily commitments burdensome. Home visits, virtual studies, 

or hybrid studies could overcome the limited participation and pa-

tient under-representation that can result from the use of traditional 

brick and mortar research sites.6 

While technology can broaden the patient reach, consideration 

of the right technology for the target population must also be 

given—factors such as text visibility, button size, data require-

ments, and language.

Again, patient involvement in the study design process could help 

identify the best strategies to encourage participation and make the 

research more valuable to individual patients. Patient insight regard-

ing the outcomes that are important to them—such as symptom 

management for better quality of life—could inform secondary 

outcome measures. Treatment design can be enhanced by patients’ 

subjective reporting of symptoms and side effects. Digital apps can 

be particularly useful for this purpose, allowing tracking in real-time 

and prompting to remind patients to enter data. 

3. Shifting toward people centricity

Patients do not exist on their own. They are often surrounded by a 

support group—caregivers, clinical professionals, healthcare provid-

ers, and family members. Broadening our view of “patient centricity” 

to “people centricity” recognizes each person’s unique support sys-

tem, ultimately driving patient centricity. 

Strategies to achieve people centricity

Consider the approach to CRAACO as a collaborative approach. In 

addition to involving patients in the study design process, extend the 

courtesy to the caregivers, healthcare providers, and clinical person-

nel. Determine what outcomes are important to them and how the 

study could be designed to fit within their lives. 

Buy-in from healthcare providers 

remains one of the greatest 

challenges with bridging clinical 

research and healthcare.
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Caregivers might place value on home-based visits rather than 

clinic visits, reducing the burden of participation. Similarly, if caregiv-

ers will be tasked with data collection, determine what mode, timing, 

and frequency would interfere the least with the caregiving and their 

daily lives.

One big concern for healthcare providers is the time required to 

match the right patient to the right clinical trial and then explain the 

trial to the patient in an already busy day. It is important to create an 

environment in which clinical trial activities and resources are shared 

across the hospital or health center. Implement high-quality, stan-

dardized processes for education about clinical trial offerings and 

how to present that information to patients. Consider incorporating 

a research team or patient liaisons to educate patients and bridge 

healthcare with clinical research. 

Yet another option is online, digital recruitment products that can 

be accessed by the patient in the clinic, provide a trial overview, and 

determine clinical study eligibility on the spot. 

Ethical considerations

Some believe that the CRAACO concept can help the industry meet 

its ethical responsibility to provide the best care to patients and 

close the gap in healthcare access through innovation. To achieve 

this, those in the industry need to reject the idea that change is 

necessarily slow, and instead create an environment that embraces 

new ideas and solutions—essentially, “a clinical culture where in-

novation is not viewed as the domain of the few, but as the respon-

sibility of many.”9

Simultaneously, others feel that industry needs to help society 

avoid “therapeutic misconception”—namely that clinical trial partici-

pation is confused with receiving medical benefits.10 This stems from 

current regulations, which outline that informed consent processes 

are required to clearly explain that patients are participating in re-

search, not treatment. 

Given that many individuals expect some direct benefit from 

clinical research, and to meet the industry’s due diligence for patient 

care, life sciences companies need to revisit their definitions of care 

vs clinical research. The industry also should extend this conversa-

tion to consider what happens when a treatment works for some 

individuals but the overall clinical trial is not successful. Should treat-

ment continue?

It is encouraging to see these and similar topics being discussed 

by the industry as a whole at conferences such as Clinical Research 

as a Care Option (CRAACO) 2019, held in April in North Carolina. With 

these conversations, the industry can begin to make progress in its 

understanding and implementation of CRAACO.

An opportunity to expand healthcare access

CRAACO represents an opportunity for a collaborative approach to 

healthcare between patients, healthcare providers, healthcare sys-

tems, drug developers, and policymakers, ultimately bringing drugs 

to market faster and improving patient outcomes. The evolution will 

not occur overnight, because it requires fundamental changes in the 

integration of clinical research into mainstream healthcare as well 

as a shift toward a holistic patient view. However, through collective 

efforts, the industry has the capacity to connect innovative develop-

ments with the reality of care—and move closer to an approach that 

truly has the patient at the core.
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In particular, we have had tremendous innova-

tion in clinical trial design methodologies in the 

last decade, especially with the introduction 

of adaptive trial design and master protocols 

(umbrella trials, basket trials, and platform trials). 

These, along with advancements made in the 

execution of these clinical trials with the use of 

technology (electronic data capture, electronic 

health records, and digitization), have paved the 

way for more efficient processes to be imple-

mented and help us realize the benefits much 

more rapidly. However, with clinical trials becom-

ing more complex, increasingly resource and 

capital intense, and time-consuming, there still 

lingers the question on the outcome of these tri-

als in terms of success, despite our best efforts. 

For example, in oncology, it is well recognized 

that more than 95% of the drugs/compounds 

that have a demonstrable effect on animals, fail 

in Phase I clinical trials in humans, indicating 

that most preclinical models of cancer are inad-

equate. In addition, most of the anticancer drugs 

either have no affect on the overall survival of 

the cancer patient or may provide an increase 

in few months in overall survival. This dismal 

rate of success leads to the lingering question of 

the POS that every investor and drug developer 

would like to know prior to developing a portfolio 

of assets or a particular compound for a specific 

therapeutic indication. 

Estimates of POS in clinical trials have been 

published in the past with some variances in 

their approach and results. Last April, Chi Heem 

Wong and others at MIT published a revised 

estimation by reconstructing drug development 

pathways, which is believed to be a more ac-

curate estimate of the POS in drug develop-

ment. One of the interesting findings is that they 

obtained higher POS estimates for all phases 

relative to the estimates published before. Ad-

ditionally, it has been shown to result in a lower 

estimated drug development cost, especially in 

Phase III, where the cost of conducting a trial 

dominates those of other phases.

A closer inspection of this data reveals an 

increasing trend post-2013, which was preceded 

by a decade of decrease in successful outcomes. 

This has mainly been attributed to careful licens-

ing of compounds and better identifying poten-

tial failures, thus leading to higher productivity. 

They also propose two other possible reasons for 

the trend: one, the increased use of biomarkers 

to target drugs at patients who are more likely to 

produce a positive response; the other, the new 

wave of medical breakthroughs. They also found 

that clinical trials using biomarkers for patient 

stratification have higher success rates, espe-

cially in the area of oncology.

Analyzing and interrogating both the scientific 

and operational data in order to assess the POS 

from all the accumulating clinical trials in an on-

going fashion will likely yield significant insights. 

Undertaking an assessment of the POS of an as-

set can be coupled with the product profile and 

safety assessments of assets/compounds prior 

to launching a clinical trial. As we make prog-

ress and gain additional actionable intelligence, 

we can perhaps develop a framework that can 

eventually be used as a guidance tool for de-

signing clinical trials. Obviously, this will require 

resources to be allocated, which in the long term 

will have a profound impact on streamlining the 

process and, most importantly, reducing the 

cost of drug development.

A
lthough we have made several strides in clinical drug development, there are 

still several factors that impact our drug development endeavours as posited 

in the past. However, the encouraging news is that the probability of success 

(POS) in clinical drug development is higher than previously estimated. This is wel-

come news for investors and drug developers reaffirming their confidence in the re-

turn on their investment, specifically for ventures that bootstrap in order to increase 

the POS, given that they have limited human and capital resources.

Predicting the Probability of Success 
in Clinical Drug Development

Undertaking an 

assessment of the POS 

can be coupled with 

the product profile and 

safety assessments 

of compounds prior to 

launching a clinical trial.
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