
Sponsors could offer
innovative drugs to
patients 8 years sooner
By Karyn Korieth

The industry is closely watching the Eu-
ropean Medicines Agency’s (EMA) ex-
periment in adaptive licensing, which 

challenges the way new medicines are evalu-
ated and approved—since a successful out-
come could play an important role in mov-
ing the approach forward in the U.S. and 
other regions.

Adaptive licensing, also known as “stag-
gered approval,” begins with early authori-
zation of a drug candidate for a small, well-
defined group of patients in which the drug’s 
benefits have been clearly shown to outweigh 
its risks. The approval is gradually expanded 
into new populations, in an adaptive fash-
ion, as more safety and efficacy data is gath-
ered through clinical trials and real-world 
outcomes in treated patients. Data about 
benefits and risks continues to be evaluated  

during the entire life span of the drug.
The approach could allow sponsors to 

make innovative medicines available to pa-
tients up to eight years earlier than possible 
under conventional drug development path-
ways, according to researchers at the Mas-
sachusetts Institute of Technology (MIT). It 
also enables drug developers to collect rev-
enue and real-market experience while they 
continue to gather clinical evidence about 
the medicine’s benefits and risks. Adaptive 
licensing also allows for earlier input from 
regulators and other stakeholders, including 
prescribers and payers, to inform develop-

ment strategies that could help reduce costs 
as well as the risk of late-stage attrition.

“It is the most substantial paradigm shift in 
regulatory sciences we have seen for the last 
decade,” said Detlef Niese, M.D., an industry 
veteran who has been involved in discussing 
the emerging adaptive licensing model with 
regulators. After having worked for more 
than 20 years in development at Novartis, 
Niese now is an independent consultant with 
Germany-based Dr. Niese Health Science & 
Policy. “It is a very important effort, on one 
hand, to make drug development more effi-

All eyes on EMA’s adaptive licensing pilot
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Donations soar, 
but phenomenon 
difficult to replicate 
By Suz Redfearn

It was like nothing medical-research fun-
draising had ever seen. 
It was a movement, really. 
Three men with amyotrophic lateral scle-

rosis, also known as ALS or Lou Gehrig’s 
disease, decided to videotape themselves 

dumping buckets of ice water on their own 
heads, the way coaches get buckets of ice 
and Gatorade dumped on their heads after 
a victory. And while standing there wring-
ing wet, these three men—all very young, 
all of whom had been heavily involved in 
sports before their diagnoses—challenged 
three other friends and family members to 
do the same, saying if they didn’t take the 
challenge, they’d have to send a check to an 
organization benefitting ALS—a progres-
sive neurodegenerative disease that has no 

cure, has no effective treatments and leads 
to paralysis and death two to five years af-
ter diagnosis. 

The three men posted their video on so-
cial media and, within days, their Ice Buck-
et Challenge had spread like crazy, and 
millions of people around the world soon 
were dumping ice on themselves or writing 
checks to ALS organizations—or both. 

Celebrities galore posted videos of them-
selves doused and shivering, pleading with 

see Adaptive licensing on page 8

The cost to develop an approved new drug has more than doubled
$U.S. millions expressed in 2013 dollars

Source: Tufts CSDD <csdd.tufts.edu>
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Dear Readers,

Happy New Year! As I navigate cold wind and icy weather, I shiver thinking about last 
summer’s craze, when everywhere I turned people were dumping buckets of ice water 
over their heads. 

Not only were my Facebook friends getting in on the phenomenon, the Boston TV 
news anchors were taking the challenge on air, as were professional sports teams and 
corporate CEOs.

My friend’s Wednesday night mahjongg group took the challenge between matches, 
each nominating three more people and posting the video on Facebook. My daughter 
and her fellow camp counselors in Rhode Island took up the cause. Even my 11-year-old 
and his friends were challenging one another, posting their videos on Instagram.

The phenomenon of the Ice Bucket Challenge truly went viral. Within one month of its 
launch, an estimated $220 million had flowed into various ALS advocacy groups around 
the world. Our feature story in this issue of The CenterWatch Monthly looks at what that 
huge influx of donations means for research funding, and whether such a successful 
innovation in fundraising could be replicated.

This issue’s top feature examines the European Medicines Agency’s (EMA) experiment 
in adaptive licensing, or staggered approval, which authorizes a drug candidate for a 
small, well-defined group of patients in which its benefits have been shown to clearly 
outweigh its risks. The approval is gradually expanded into new populations as more 
data are collected. Regulators around the world will be watching the results of the pilot 
program, which could allow sponsors to make innovative medicines available to patients 
up to eight years earlier than possible under conventional drug development pathways.

As we forge ahead in 2015, CenterWatch is poised for an exciting year of providing the 
news and information necessary for success in the clinical trials industry, including the 
results of our bi-annual Global Investigative Site Relationship Survey.

Yours truly,

Cheryl Appel Rosenfeld
Editor-in-Chief
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FDA draft guidance for laboratory  
developed tests

The FDA has announced availability of a 
draft guidance titled Framework for Regula-
tory Oversight of Laboratory Developed Tests 
(LDTs). This document describes a risk-based 
framework for addressing the regulatory over-
sight of a subset of in vitro diagnostic (IVD) 
devices called LDTs, intended for clinical use 
and designed, manufactured and used within 
a single laboratory. This document describes 
the FDA’s priorities for enforcing pre- and 
post-market requirements for LDTs, and the 
process by which the FDA intends to phase in 
enforcement of FDA regulatory requirements 
for LDTs over time.

IVD devices are subject to FDA marketing 
regulations. The FDA can exercise enforce-
ment discretion and has not enforced its regu-
lations on LDTs. In the past, LDTs were manu-
factured in small volumes by local labs. Labs 
manufactured LDTs that were similar to well-
characterized, standard diagnostic devices, as 
well as other LDTs intended for use in diag-
nosing rare diseases or for other uses to meet 
the needs of a local patient population. LDTs 
at the time relied on manual tests used by lab 
personnel. LDTs were typically used and inter-
preted directly by physicians and pathologists 
working within a single institution responsible 
for the patient. Also, LDTs were manufactured 
with components legally marketed for clinical 
use (e.g., general purpose reagents, immuno-
histochemical stains and other components 
marketed in compliance with FDA require-
ments).

Now, LDTs may be used by labs indepen-
dent of the patient’s hospital. LDTs are fre-
quently manufactured with components and 
instruments not legally marketed for clinical 
use and also rely more on complex, high-tech 
instrumentation and software to generate re-
sults and clinical interpretations. Also, tech-
nological advances increased the use of IVD 

devices in guiding critical clinical manage-
ment decisions for high-risk diseases and con-
ditions, particularly in the context of personal-
ized medicine.

Business models for labs have changed. 
With the advent of overnight shipping and 
electronic delivery of information (e.g., test re-
sults), a single lab now can provide test results 
nationally and internationally. Today, many 
new LDT manufacturers are large corpora-
tions that nationally market a limited number 
of complex, high-risk devices. This is in con-
trast with the past, when hospital and public 
health labs used a wide range of devices gener-
ally either well characterized or similar to stan-
dard devices, used to diagnose rare diseases or 
designed specifically to meet the needs of their 
local patients. These changes have resulted in 
a significant shift in the types of LDTs devel-
oped, the business model for developing them 
and the potential risks they pose to patients.

Because of changes in the complexity and 
use of LDTs and the associated increased risks, 
the FDA believes the previous policy of gen-
eral enforcement discretion toward LDTs no 
longer is appropriate. To move toward greater 
oversight, the FDA held a two-day forum in 
2010 for stakeholders to discuss issues and con-
cerns surrounding greater oversight of LDTs. 
Comments submitted to the public docket for 
the 2010 meeting have been addressed, as ap-
propriate, in the draft guidance document.

Once final, this guidance will provide a 
risk-based oversight framework to ensure 
LDTs comply with the appropriate regulatory 
controls needed to ensure they are safe and 
effective. The FDA will continue to exercise 
enforcement discretion for requirements for 
LDTs used solely for forensic (law enforce-
ment) purposes, as well as certain LDTs for 
transplantation when used in certified, high-
complexity histocompatibility labs. The FDA 
will enforce certain regulatory requirements 
(e.g., registration, listing and adverse event 
reporting) for low-risk LDTs (class I devices), 
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LDTs for rare diseases, LDTs for unmet needs 
and traditional LDTs as described in the guid-
ance. For other high- and moderate-risk LDTs, 
the FDA will enforce regulatory requirements 
(registration, listing and adverse event report-
ing as described previously), and will phase in 
enforcement of premarket review and quality 
system requirements in a risk-based manner. 

The FDA is seeking feedback/comments on 
the following specific issues:

Traditional LDTs: This is based on whether 
the device is: (1) an LDT (designed, manufac-
tured and used within a single lab); (2) manu-
factured and used by a healthcare facility lab 
(such as one located in a hospital or clinic) for a 
patient being diagnosed and/or treated at that 
same healthcare facility or within the facility’s 
healthcare system; (3) comprised only of com-
ponents and instruments legally marketed for 
clinical use; and (4) interpreted by qualified lab 
professionals without the use of automated in-
strumentation or software for interpretation. 

The FDA believes these factors mitigate 
risks for patients, so continued enforcement 
discretion with respect to premarket review 
and quality system requirements is appropri-
ate. However, the FDA seeks public comment 
to confirm whether the following factors are 
sufficient to appropriately mitigate risks (1), (3) 
and (4).

LDTs Used for Rare Diseases: The FDA 
has proposed continued enforcement discre-
tion for premarket review and quality system 
requirements for LDTs used for rare diseases 
and that meet the definition of a Humanitarian 
Use Device (HUD).  The FDA has attempted to 
balance the need to mitigate the risks associ-
ated with these tests with their potential ben-
efit for patients. The FDA invites stakeholders 
to provide feedback on the suitability of these 
factors for LDTs for rare diseases. Further, the 
FDA is seeking feedback on whether a fac-
tor other than the HUD definition should be 
considered, such as a factor based on the num-
ber of tests for a rare disease or condition that 
would likely (based on the prevalence of the 
condition) be conducted annually in the U.S. 
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Month in Review
Here are the top headlines from the past month’s CWWeekly:

	l Growth, opportunity in rare disease drug development spawn CROs 
specializing in orphan drug clinical trials

	l FDA seeks industry input on guidance to improve communication with 
sponsors during clinical trials

	l RxTrials enters cancer clinical research arena through partnership with 
Texas-based oncology consultancy

	l HHS, NIH proposals for greater transparency lack ways to improve 
public, patient understanding of trial results

	l Tufts CSDD’s $2.6 billion price tag to develop and bring a new drug to 
market raises questions, criticisms

	l Medidata joins GlaxoSmithKline in study to evaluate the impact of 
wearing mobile devices in clinical trials

	l PPD, Medidata join their technologies for risk-based monitoring, 
adaptive trial design

	l ERT acquires eClinical Insights in “strategic combination” to gain 
cloud-based trial software platform, expertise

Topics of the past month’s Pulse columns:

	l The Pulse on Study Conduct: Good Study Coordinator-CRA 
relationship is pivotal for successful trials

	l The Pulse on Site Success: Building, maintaining relationships key in 
business development

	l The Pulse on Global Trials: Survey examines current innovation in 
oncology

	l The Pulse on Technology: Going truly paperless via online portals

Executives interviewed in the past month’s Insider Insights 
columns:

	l Melissa Markey, life sciences practice lead, Hall, Render, Killian,  
Heath and Lyman

	l Jennifer Byrne, chief executive officer, PMG Research

For more information about any of the above articles, please refer 
to to Volume 18, Issues 45–48. To subscribe to CWWeekly,  
visit http://store.centerwatch.com, or contact sales@centerwatch.com.

see Regulatory Update on page 6
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and, if so, how many annual tests there should 
be for the purpose of defining an LDT as an 
LDT for a rare disease. The FDA also seeks 
feedback on whether enforcement discretion 
should be limited to tests designed, manufac-
tured and used within a single laboratory.

Healthcare System: The FDA has identified 
factors it intends to consider in continuing to 
exercise enforcement discretion.  One such fac-
tor is whether the LDT is both manufactured 
and used by a healthcare facility laboratory 
(such as one located in a hospital or clinic) for a 
patient being diagnosed and/or treated at that 
same healthcare facility or within that facility’s 
healthcare system. The FDA requests feedback 
on whether enforcement discretion should 
be limited, as proposed, to those LDTs both 
manufactured and used by a healthcare facil-
ity laboratory. The FDA also invites the public 
to comment on which types of facilities would 
or would not be considered within a healthcare 
system, or to offer an alternative description of 
healthcare system for FDA consideration.

Quality System (QS) Phase-in: The FDA 
has proposed to continue to exercise enforce-
ment discretion with respect to QS (manufac-
turing) requirements.  Under this policy, the 
clinical laboratory manufacturing and using 
the LDT will be responsible for having a qual-
ity system in place that meets the minimum 
requirements codified in 21 CFR 820, either 
at the time of marketing submission (the fa-
cility must pass an FDA inspection), or prior 
to market launch for a 510(k) cleared device, 
as applicable. The FDA seeks feedback on the 
timeframe for phase-in enforcement of QS 
regulation requirements. The FDA is consid-
ering whether those LDTs in the highest-risk 
category of devices, for which the FDA intends 
to enforce premarket review requirements 
12 months following publication of the final 
Framework guidance, should remain under 
enforcement discretion for up to 24 months 
after publication.

Notification: Some laboratory networks 

offer the same test in multiple laboratories 
throughout their networks. Although devices 
in this scenario do not meet the FDA’s defi-
nition of an LDT (i.e., they are not designed, 
manufactured and used within a single labora-
tory), the FDA would like feedback on whether 
a single notification from the laboratory net-
work for that test is sufficient, provided the lab-
oratory network indicates in the notification to 
the FDA that the test is offered at multiple sites. 

The FDA invites public comment on any 
related issue that should be addressed in the 
guidance. Although interested persons can 
comment on draft guidance at any time, to 
ensure the FDA considers your comments on 
this draft before it begins work on the final ver-
sion, submit written or electronic comments 
on the draft by Feb. 2, 2015. Submit electronic 
comments to http://www.regulations.gov or 
written comments to the Division of Dockets 
Management (HFA-305), FDA, 5630 Fishers 
Lane, Room 1061, Rockville, MD 20852. It is 
necessary to send only one set of written com-
ments; identify comments with Docket No. 
FDA-2011-D-0360. Comments also will be 
accepted at a public meeting tentatively sched-
uled for early January 2015.

Final guidance on sex-specific data in 
medical device clinical trials

The FDA has announced availability of a 
guidance document titled Evaluation of Sex-
Specific Data in Medical Device Clinical Stud-
ies. This document provides guidance on the 
study and evaluation of sex-specific data in 
medical device clinical studies, and it outlines 
the FDA’s expectations regarding sex-specific 
patient enrollment, data analysis and report-
ing of device study information. The guidance 
is intended to improve the quality and con-
sistency of available data regarding the per-
formance of medical devices in both sexes by 
encouraging appropriate enrollment by sex in 
clinical studies of devices and appropriate in-
terpretation and assessment if data from such 
studies are analyzed by sex. Evaluation of sex-
specific data in medical device clinical studies 

can benefit patients, their medical providers, 
clinical researchers and others.

 The specific objectives of this guidance are 
to: (1) encourage the consideration of sex and 
associated covariates (e.g., body size, plaque 
morphology, etc.) during the study design 
stage; (2) provide recommendations for study 
design and conduct to encourage appropriate 
enrollment of each sex (e.g., in proportions 
generally representative of the demograph-
ics of disease distribution, if appropriate); (3) 
outline recommended sex-specific statistical 
analyses of study data with a framework for 
considering sex-specific data when interpret-
ing overall study outcomes; and (4) specify the 
FDA’s expectations for reporting sex-specific 
information in summaries and labeling for ap-
proved or cleared medical devices.

The final document replaces the draft ver-
sion published Dec. 19, 2011. The FDA received 
multiple comments. In response to these com-
ments, the FDA revised the guidance docu-
ment to clarify the processes of sex-specific 
data evaluation in clinical studies and policies 
as appropriate. For more clarity, a decision 
framework for different clinical study designs 
was added to the guidance in response to com-
ments received requesting additional informa-
tion on when various sex-specific statistical 
recommendations would apply. Additionally, 
several comments requested the recommen-
dations in the guidance apply to the demo-
graphic subgroups of age, race and ethnicity. 
However, this is outside of the scope of the re-
vised guidance but, where applicable, the guid-
ance was updated with links to other guidance 
documents and information related to these 
other demographic subgroups.

Interested parties may submit either elec-
tronic or written comments on FDA guid-
ance documents at any time as outlined above; 
identify comments with Docket No. FDA-
2011-D-0817. 

The Regulatory Update is excerpted from Re-
search Practitioner, Volume 15, Number 5, 
September-October 2014, and Number 6, No-
vember-December 2014.

Regulatory Update
continued from page 5
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W e all know the commonly  
cited statistics about tri-

als failing. But what is less talked 
about is the link between patients 
taking their medication and proof- 
of-efficacy.

According to the FDA, drugs 
fail for four reasons: efficacy, safety, 
chemistry/manufacturing/control 
and product labeling. The first two, 
efficacy and safety, are directly linked 
to medication adherence. What is 
worrisome is that they also account 
for 70% and 87% of drug failures in 
phases II and III, respectively. 

The most accurate way to 
measure adherence currently is 

through bioassays. For example, 
in a six-month outpatient trial, 
participants typically have their 
blood tested slightly more than 
once a month. This means over the 
course of 180 days, we are captur-
ing only about 10% of activity. The 
other 90% of the time, adherence 
is unknown in outpatient settings. 
Given the importance of adherence 
in ensuring a trial’s success, how 
much risk are we willing to toler-
ate? While smarter monitoring of 
patient dosing is only suggested in 
FDA guidance, the full risk is with 
the sponsor. 

Recent trials such as the failed 

VOICE trial (determining efficacy 
and effectiveness of PrEP for HIV 
prevention) have gone as far as in-
terviewing many of the participants 
and asking them why they were not 
adherent. While pill counts and 
self-reports showed 90% adherence 
rates, blood levels showed less than 
30% adherence. 

Accurately measuring medica-
tion adherence, engaging patients 
in understanding its importance 
and including adherence data in 
trial results have the potential to 
significantly improve our under-
standing of drug efficacy and safety 
and lead to more successful trials.

In its initial position paper and 
risk-based monitoring (RBM) 

update, TransCelerate introduced 
an important distinction between 
source data verification (SDV) and 
source data review (SDR). 

SDR, according to the con-
sortium, “is not a comparison of 
source data against CRF (case re-
port form) data,” but rather, “a re-
view of source documentation to 
check quality of source, review pro-
tocol compliance and ensure criti-
cal processes and source documen-
tation are adequate.” SDV, on the 
other hand, is defined as “the pro-
cess by which data within the CRF 
or other data collection systems are 
compared to the original source of 
information (and vice versa).”

While this distinction pro-
vides a welcome framework with 
which to guide site monitoring 
attention more effectively, confu-
sion regarding the scope of SDV 
and SDR persists. Indeed, SDV’s 
primary purpose is to verify the 
information transcribed in the 
eCRF is complete and consistent 
with source records. However, 
SDV also helps to ensure eCRF 
and source records together meet 
various protocol and clinical ex-
pectations. This overlaps to some 
degree with TransCelerate’s defi-
nition of SDR, but the overlap is 
complementary.

Similarly, SDR should not  
completely exclude eCRF review. 
An example is a potential adverse 

event identified in a laboratory  
report, observed when reviewing 
the site’s process for timely review 
of labs by a physician. This SDR 
observation rightly would com-
pel the site monitor to confirm 
whether the adverse event also had  
been recorded accurately in the 
eCRF.

So SDV and SDR should not be 
thought of as mutually exclusive 
processes but, instead, as comple-
mentary ones. It is most important 
to understand which activities 
contribute the most to ensuring 
overall site and data quality. A 
consistent understanding of each 
also will be key to enabling clini-
cal teams to implement more ef-
fective RBM programs. 

Adam Hanina is CEO of 
AiCure, which uses artificial 
intelligence to confirm 
medication ingestion on 
mobile devices. Advanced 
facial recognition and 
motion-sensing technology 
accurately answers the 
question of whether or not 
participants are taking their 
medication. Hanina has acted 
as a subject-matter expert 
on medication adherence 
technologies for the NIH. 
He is a passionate advocate 
for the use of healthcare 
software as a means to better 
understand patient behavior, 
particularly in clinical trials. 
www.aicure.com

Clearing up the confusion: SDV v. SDR
By Kyle Given

The guessing game in clinical trial design—patient behavior
By Adam Hanina

Kyle Given is strategic 
consulting services principal 
at Medidata, responsible for 
the Risk-Based Monitoring 
consulting practice. With over 
20 years in clinical research, 
he is a recognized expert in 
operational efficiency models 
including RBM. Previously, he 
was executive vice president 
at Research Pharmaceutical 
Services (RPS), designing, 
implementing and enhancing 
global site management and 
monitoring organizations 
through processes, 
technologies and advanced 
business analytics. He also 
led the U.S. clinical research 
operational team at Sanofi.
www.mdsol.com
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cient but, above all, to provide patients early 
access to new promising treatments as soon 
as it is responsibly possible.”

The outcome of the EMA’s pilot program, 
which began last March and is about to 
move into its second stage, could give other 
agencies important information regarding 
the benefits and limitations of the model 
and help determine whether it has the po-
tential ultimately to replace the current de-
velopment and authorization processes for 
many new products.

Already there have been calls for Congress 
and the FDA to consider a similar pilot proj-
ect in the U.S., as industry supports alterna-
tives to the traditional three-phase clinical 
trial model that could improve efficiency and 
lower the costs of drug development.

“Every regulatory agency around the 
world is constantly looking at how it can 
do its mandate better,” said Jeffrey Spaeder, 
M.D., chief medical and scientific officer at 
Quintiles. “This pilot project is going to pro-
vide other regulators—not only in Europe, 
but elsewhere around the world—some in-
sights. If it’s a success—and there is reason to 
believe it will be successful—it can’t help but 
impact their calculus in terms of how they 
follow their mandate in the future. Whether 
they decide to adopt everything the EMA 
does or parts of it, it’s likely that it will influ-
ence the perspective of other regulators.”

Alternative pathway tested

The concept of accelerated approvals has 
been around for years under different names. 
The U.S. has Fast Track and Breakthrough 
Therapy designations, for example, while 
Europe has a conditional marketing approv-
al program. Last March, the U.K. launched 
an Early Access to Medicines Scheme. The 
programs all have a similar aim of trying to 
speed up the development process, mostly in 
the area of serious, life-threatening diseases, 
to allow patients early access to innovative 
medicines while at the same time protecting 
safety and maintaining high scientific rigor.

The EMA’s pilot project, which builds on 
earlier work with MIT’s Center for Biomedi-
cal Innovation, will explore the adaptive 
licensing approach with medicines in the 
early stages of clinical development and is 
particularly relevant for drugs with the po-
tential to treat serious conditions for which 
there is an unmet medical need. The ap-
proach isn’t suitable for all trials. Yet one aim 
of the pilot project is to help develop an un-
derstanding of how future adaptive licens-
ing pathways might be designed for different 
types of products and indications.

“The idea is to move this into the general 
drug development paradigm,” said Niese. 
“It’s no longer just about serious, life-threat-
ening disease. It’s about the development 
process.”

As of late November, the EMA had re-
ceived 34 applications and assessed 29 as 

part of its pilot project; nine projects have 
been selected to move forward to the second 
stage, which will begin in March with in-
depth, face-to-face meetings with sponsors. 
Companies have until the end of February 
to submit applications.

The pilot program uses regulatory pro-
cesses already in place within the existing 
European Union legal framework, but it 
requires a radically different approach from 
the current binary approved/unapproved 
designation for a drug. Adaptive licensing is 
based on the idea that knowledge of drugs 
continues to evolve over time; it allows some 
drugs to be approved initially for limited 
populations before being approved for wider 
use based on clinical evidence.

“The current standard pathway to mar-
ket access is not optimized to enable timely, 
well-informed patient access to drugs in this 
kind of niche,” said Michael George, M.D., 
vice president, global therapeutic area head 
at Covance. “Drug development is very ex-
pensive, it takes a long time and there are 
delays to market access—particularly in 
those areas where there is high unmet medi-
cal need or alternative therapies that really 
aren’t very effective.”

Importantly, adaptive licensing requires 
early collaboration between the sponsor and 
a wide range of stakeholders who influence 
patient access to medicines. These groups 
include regulators, payers, patient and con-
sumer groups, health technology assess-
ment (HTA) bodies, organizations that issue 
treatment guidelines, healthcare providers 
and the research community. The process 
creates a mechanism, called safe harbor, 
which allows companies to seek early buy-in 
and guidance from these stakeholders to ad-
vance the development of promising drugs. 
Relevant stakeholders agree on a compre-
hensive development and licensing plan for 
each product before it receives an initial ap-
proval for limited subpopulations.

“They are looking for strengths and 
weaknesses of the options for development 
and the pathway for licensing,” said George.

IndustryNews
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Adaptive licensing could reduce the over-
all cost of development by allowing better-
informed decisions on product viability to 
be made earlier in the development process. 
In some cases, it could reduce the time to 
full-market approval. The concept allows 
sponsors to receive guidance from regula-
tors and other stakeholders about designing 
studies that could not only help control cost, 
but also increase information and insight 
about the drug. Sharing risk between payers 
and developers by allowing patients early ac-
cess to a drug candidate also gives sponsors 
an early source of revenue while they con-
tinue to develop the product.

Requiring the alignment of stakeholders 
early on also could help prevent situations in 
which a drug completes all stages of review 
and receives market approval, yet payers are 
unwilling to cover it because they consider 
the evidence insufficient to justify the cost. 
Incorporating reimbursement and market 
access discussions as part of the adaptive li-
censing process will be critical to the pilot 
project’s success.

“In the specific context of adaptive licens-
ing, there definitely is emphasis on a col-
laborative approach between EMA and the 
reimbursement authorities,” said Pinar Ak-
pinar, Ph.D., senior director of pricing and 
market access at Icon. “There sometimes 
is a divide between what is appropriate for 
regulatory approval versus what some of the 
countries are looking for in how they define 
value of the product. In this particular case, 
it will very much depend on the disease area, 
the level of unmet need and the level of evi-
dence to be generated.”

Questions about U.S. adoption

A number of other countries also are con-
sidering the use of adaptive licensing strat-
egies to address some of the challenges in-
dustry faces. The Singapore Health Sciences 
Authority, for example, is looking to pilot an 
adaptive licensing model, and Health Can-
ada has implemented modernization efforts 

that include key aspects of adaptive licens-
ing, such as benefit-risk science.

In 2012, the President’s Council of Ad-
visors on Science and Technology recom-
mended the FDA run pilot projects using 
existing pathways to explore adaptive ap-
proval mechanisms that could collect evi-
dence across the life cycle of a drug. The 
approach was the subject of an FDA public 
hearing a year later. Quintiles, the world’s 
largest CRO, also has been at the forefront in 
calling for the FDA to adopt, on a pilot basis, 
an alternative development pathway similar 
to the EMA’s adaptive licensing program.

“Data required to determine the effi-
cacy and safety and the benefit-risk profile 
of a drug can come from a variety of areas. 
There is value in data that not only comes 
out of clinical studies, but also is available 
from electronic medical records, registries 
and observational studies,” said Quintiles’ 
Spaeder. “There are many people in the in-
dustry who look at the tools we have avail-
able now and are interested in seeing if we 
can incorporate those tools into the approv-
al process.”

Many challenges exist in implementing 
adaptive licensing as a common pathway for 
drug approval. Sufficient incentives must be 
in place to encourage sponsors to continue 
developing a drug candidate after initial 
approval. Mechanisms must be introduced 
to quickly withdraw the medicine if some-
thing goes wrong in studies. Other obstacles 
include biomarker validation and adoption 

and the need for common data standards. 
There are questions about intellectual prop-
erty protection and reimbursement path-
ways during development. Some of the 
many other questions include how to limit 
early access to only the approved subpopu-
lations and who should pay for the ongoing 
data collection after the initial approval.

Despite those difficulties, many indus-
try leaders believe it’s inevitable regulatory 
models will evolve to include adaptive licens-
ing approaches both in Europe and the U.S. 
Many researches, including those at MIT’s 
Center for Biomedical Innovation, believe 
the adaptive licensing model could help ad-
dress some of the root causes of the overall 
high cost of drug development. It’s broadly 
acknowledged the cost, size and complexity 
of clinical trials required to obtain market-
ing authorization are increasing, and the 
number of products reaching the market no 
longer supports R&D activities.

“The current approach simply is unsus-
tainable,” said Niese. “It is clear that even 
with the increasing investments on the de-
velopment of new medicines, the results are 
not getting better. In fact, we see a declin-
ing number of approvals per billion dollars 
spent. That can’t continue, because at some 
point in time there will be no money left for 
development. At the same time, it is critical 
that the scientific rigor and the assessment 
of benefit-risk for new medicines is not re-
duced so the public health is protected. I 

Annual NME approvals
Number of new drug and biologics approvals

Source: FDA
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think the question is how to find the right 
balance.”

Cyril Clark, M.B., B.S. (equivalent to 
M.D.), vice president of translational medi-
cine at Icon, believes other trends in devel-
opment, including the move toward person-
alized medicine and better understanding of 
the biology of common conditions such as 
asthma or rheumatoid arthritis—which will 
target specific treatments to smaller patient 
populations—also will help lead the indus-
try toward an adaptive licensing model. In 
addition, while classical trial design for reg-
istration has focused on efficacy, he said, 
payers and patients have become more fo-
cused on the drug’s effectiveness.

“Effectiveness is how the product actu-
ally works in the real world and the value 
it provides for the individual patient in the 
context of costs in an overall healthcare 
system where judgments have to be made. 
There is a clear requirement for trial design-
ers to develop data sets that support both ef-
ficacy and safety—the traditional regulato-
ry endpoints. But for the last decade, those 
who have been doing this in an appropriate 
manner already have been thinking about 
the end game and reimbursement and ef-
fectiveness endpoints and outcomes,” said 
Clark. “The regulatory environment realiz-
es it needs to evolve, but this time it actually 
is proving to be in step, rather than being 
fully reactive or one step behind, certainly 
in Europe.”

Industry experts believe necessary pieces, 
such as tools and data required to identify 
and monitor patients, already are available 
in order for the FDA to pilot alternative 
pathways for drug evaluation and approval. 
Yet one of the biggest challenges remains 
getting the public and politicians to under-
stand and accept the idea that drug testing 
involves a measure of risk.

The current framework for drug licens-
ing relies on the perception that regulators 

should require sponsors to fully establish 
safety and efficacy before licensing a drug; 
to many patients, this implies the drug is 
100% safe and effective. Adaptive licensing, 
however, acknowledges there always will be 
levels of uncertainty with innovative treat-
ments. Regulators worry this idea might 
lead to the perception that they are lowering 
standards, putting the needs of industry be-
fore the public and allowing untested drugs 
on the market. Yet, in reality, no licensing 
system can guarantee a drug is 100% safe 
and effective.

“Acceptance from the public at large and 
the politicians is one of the biggest hurdles 
to overcome. If regulators approve a product 
and they have to pull it, which is inevitable, 
they will be accused of bending over back-
wards for big pharma,” said Beat Widler, 
Ph.D., managing partner and co-founder of 
Widler & Schiemann, who worked at Roche 
for more than 25 years. “We have a risk-
adverse society. We enjoy the benefits. But 
if something goes wrong, we start pointing 
fingers.”

One of the main purposes of adaptive li-
censing, however, is to gather stronger and 
more relevant data earlier and throughout 
the product’s life cycle to maximize the  
benefit-risk profiles of drugs.

In addition, research sponsored by 
Quintiles found patients are willing to use 
therapies developed under an accelerated 
pathway, particularly if they suffer from 
conditions or diseases with unmet need. A 
2012 survey of patients living with chronic 
disease suggested they want access to new 
medicines sooner and those in greatest need 

are willing to accept more uncertainty about 
taking a new therapy; 72% of patients sur-
veyed in the U.S., and 81% in the U.K. said 
they should be able to take potentially risky 
medications, even those not approved for 
use, if they feel it is their only chance to im-
prove their health.

“Patients who suffer terrible diseases are 
willing to take therapies and undergo treat-
ments even if there is risk to it, as long as 
they understand they have a high degree or 
high likelihood of deriving potential benefit 
from it,” said Quintiles’ Spaeder. “We want 
to maximize the benefit-risk profile. We are 
aiming to define the patient population that 
will most benefit or has the greatest benefit-
risk profile.”

The FDA acknowledges the need for ac-
celerated approvals, especially in therapies 
with unmet needs, and regulators have writ-
ten in peer-reviewed journals they believe it 
likely new regulatory paradigms will evolve 
during the next few decades. But whether 
the FDA follows an adaptive licensing path 
or expands its own accelerated access pro-
grams to include elements of this approach 
will rely on outcome of the EMA’s pilot pro-
gram and other forces, such as whether in-
dustry, patient organizations, reimbursers 
and payers become vocal in their support 
of the model. While these groups all have 
different objectives, they share a desire for 
making decisions based on good evidence.

“The FDA will want to see results of the 
pilot project. It will want to hear from the 
regulators in Europe, pharma and biotech 
companies and patient populations. If there 
is a demonstrably better and faster way to 

Adaptive licensing
continued from page 9
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Drug submissions and approvals

2001 2004 2007 2010 2013

New NDA submissions 98 128 121 111 132*

NDAs pending decision 110 108 86 106 121

NDA approvals 66 113 68 91 84

NME approvals 24 31 16 15 24

* includes BLAs submitted Source:  FDA



bring therapies forward, they will be open 
to incorporating the best of those ideas, just 
as the EMA will be looking at the break-
through therapy initiative at the FDA and 
how that accelerates development,” said 
Spaeder. “I don’t think this a matter of one 
agency is right and one is wrong. They are 
looking at the same problems and diligently 
trying to address them. They are focusing 
on some different approaches. But the data 
and the evidence will be compelling to all 
regulators.”

Looking ahead

The EMA’s pilot program will gather real-
world evidence to understand the advantag-
es and drawbacks of adaptive licensing. The 
experiment’s outcome will allow regulators 
and the industry to understand the techni-
cal questions associated with implementa-

tion of adaptive licensing and appreciate the 
perceptions and needs of various stakehold-
ers. With this information, regulators can 
evaluate whether adaptive licensing ulti-
mately can provide a better alternative to the 
current licensing paradigm.

While there are many challenges to im-
plementing adaptive licensing as a pathway 
for drug approval, many see the pilot pro-
gram as a chance to test an alternative way 
to evaluate and approve new medicines and 
move toward a process that allows for better 
use of data from a variety of sources to assess 
the risk-benefit profile of a drug.

“The EMA is doing what good scien-
tists do—coming up with a hypothesis and 
then performing a pilot test to see how this 
works,” said Quintiles’ Spaeder. “It may be a 
wonderful success which they can point to 
and say, ‘Our suppositions were proven cor-
rect. And this is something we want to do 

more.’ Or they may come back and say there 
were unintended consequences or things 
they never anticipated, some of which may 
be good, others that may not have been the 
direction in which they wanted to go.”

“It gives them an opportunity to say, 
‘Maybe we have to recalibrate what we do, 
expand this, or potentially stop it or wait 
to see what happens,’” he said. “This is a re-
ally interesting way to roll this out in a pilot 
project.” 

 
Karyn Korieth has been covering the clinical 
trials industry for CenterWatch since 2003. 
Her 30-year journalism career includes work 
in local news, the healthcare industry and 
national magazines. Karyn holds a Master’s 
of Science degree from the Columbia Univer-
sity Graduate School of Journalism. Email 
karyn.korieth@centerwatch.com.
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the public to do the same, and as the weeks 
went by, people got more creative with 
the challenge. They dumped buckets of 
ice on their heads while paddle boarding; 
they stood on mountain tops and had ice 
dumped on their heads from a helicopter 
while wearing only underwear; one man 
used a backhoe instead of a bucket; one 
entire wedding party did it while dressed 
in their finery; and some people even used 
dry ice for an eerie effect. 

A true sensation, it was all over the in-
ternet, TV and radio. 

Within a month, an estimated $220 mil-
lion had flowed into various ALS advocacy 
groups around the world. The ALS Associ-
ation—the largest and most public ALS pa-
tient advocacy organization in the U.S. and 
the one that took in the most money from 
the challenge—saw an unprecedented $115 
million drop into its coffers. 

“A few days after the Ice Bucket Chal-
lenge started, everything went crazy, and 
money was coming in from everywhere,” 
Barbara Newhouse, president and CEO of 
the ALS Association, said of the summer 
months. “We didn’t sleep.” 

The organization then had to act fast 
to figure out how best to use the influx of 
cash, she said. Prior to the Ice Bucket Chal-
lenge, the ALS Association had identified 
four genomics-centric projects it wanted 
to fund and had non-ice bucket donors  

waiting to match its contributions to these 
projects once the association had funds to 
donate. Those projects, said Newhouse, 
look for better treatments as well as a cure. 
So as soon as ice bucket money began 
streaming in, the ALS Association sent 
$21.7 million to fund those four promising 
projects, immediately tripling the amount 
it spends annually on research. 

The association then decided to wait  
and be far more measured in its decisions 
about what to do with the rest of the money. 
Newhouse said it pulled together a group 
of stakeholders—members of the research 
community, the care services community, 
chief scientists and ALS patients—to help 
it decide what areas were most in need of 
funding. 

The group decided to spend most of the 
remaining funds on traditional bench re-
search and clinical management projects, 
as well as “other potential research projects 
that will help us fast track some of the drug 

therapies coming along,” said Newhouse.  
But decisions are still being made. 
“We don’t have all the answers right now 

about where every dollar is going,” she 
said. “We’re still looking at being very stra-
tegic about that, with a sense of urgency.”

Key to it all will be investing in a way 
that allows the organization to continue 
funding promising projects for years, not 
just today, Newhouse said.

One thing is certain though: All of the 
research funded will be “open source”—
accessible to all others working to find bet-
ter treatments and a cure for ALS. 

“That’s important, because what we 
know is that no one person right now has 
an answer, so by doing open source, we’re 
hoping to have many lines of research 
cross paths and, hopefully, being open 
about what we’re working on will help find 
the answers,” Newhouse said.  

Another U.S.-based ALS organization, 
ALS Therapy Development Institute (AL-
STDI), garnered $3.5 million in donations 
as a result of the Ice Bucket Challenge. An 
independent organization led by patients 
and families, ALSTDI is totally research-
focused. 

Rob Goldstein, spokesperson for ALST-
DI, said the funds allowed the organization 
to greatly increase enrollment in a trial it 
already had launched in its two-year-old 
Precision Medicine Program, which fo-
cuses on looking at ALS as an individual-
ized disease in each person it affects, since 

Charting a Surge in ALS Donations
Total funding received in $U.S. millions

Not: FY2015 ends Jan. 31, 2015  Source: ALS Association

A look at select health charity research budgets

Total support 
in 2013

Total allocated 
to research

Percentage of 
total support

American Cancer Society $889 million $160 million 18%

American Heart Association $511 million $132 million 26%

Leukemia & Lymphoma Society $283 million $74 million 26%

Michael J. Fox Foundation $93 million $77 million 83%

Susan G. Komen for the Cure $330 million $58 million 18%

 Source:  Forbes, 2013 and annual reports
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each patient progresses differently and, 
researchers believe, may have a different 
molecular cause. 

ALSTDI had funding to enroll 20 people 
in the program, but since the Ice Bucket 
Challenge can fund 300, Goldstein said. 
The program now will drill down on ge-
netic sequencing in people with ALS. 

In addition, ALSTDI will use $1.5 mil-
lion of its new funds to further replicate 
preclinical findings on a protein that ap-
pears linked to ALS, a program in which 
ALSTDI already had become involved but 
now can dig deeper into, more quickly. 

“We think this protein probably plays a 
role in all or most ALS, and this may be 
a very exciting approach,” said Goldstein. 
“These funds couldn’t have come at a bet-
ter time.” 

He said the extra funds ALSTDI can 
commit to the project, plus matching 
funds from Swiss biotech Neurimmune 
Therapeutics, likely will speed research on 
the protein by two years. 

Prior to the Ice Bucket Challenge, said 
Goldstein, donations tended to come only 
from individuals who had a friend or fam-
ily member with ALS. But the Challenge 
changed all that, at least for one moment 
in time, he said, and a lot was learned. 

“It told us that there are liquid funds out 
there that can be accessed, and people are 
willing to donate them, but you have to 
make it easy for them, and fun,” he said. 

But can the success of the Ice Bucket 
Challenge be replicated? Already, others 
have tried. 

There’s been a Lather Against Ebola cam-
paign, in which people were encouraged to 
dump soapy water on themselves and then 
give out three bottles of hand sanitizer to 
help stop the spread of the virus. There was 
the Rice Bucket Challenge, in which rice is 
not dumped on anybody but simply is held 
in a container while the person challenges 
others to give to a food bank to feed people 
in India. In the Rubble Bucket Challenge, 
people dumped rubble on their heads to 

show support for Gaza and Palestinians. 
And the Bullet Bucket Challenge saw actor 
Orlando Jones dump shell casings over his 
head in an effort to “reverse the hate” fol-
lowing the police shooting of an unarmed 
black teen in Ferguson, Mo. 

But, not surprisingly, most people have 
never heard of those efforts. That’s because 
you can’t really duplicate a spontaneous, 
organic, virally spreading phenomenon 
like the Ice Bucket Challenge, said Claire 
Sears, director of investigator engagement 
for DrugDev, an interactive network and 
data-sharing platform for clinical inves-
tigators which itself took the Ice Bucket 
Challenge—encouraging its investigators 
to participate and then matching the funds 
donated. 

“It’s a self-limiting model,” said Sears, 
who last month led a webinar about the 
impact of the Ice Bucket Challenge for 
clinical investigators. “The pubic’s enthusi-
asm for this kind of thing wanes as soon as 
it becomes too familiar. This tells us there 
will always be a place for traditional fun-
draising.” 

But there also may be a place for other 
creative, organic, fun, spontaneous efforts 
that hit the public in just the right way, as 
the Ice Bucket Challenge did, and are led 
by individuals, said Meryl Weinberg, CEO 
of the National Health Council, a nonprof-
it association of patient advocacy groups 

including the ALS Association. 
“It would be very hard for an organi-

zation to ever create the kind of personal 
connection and spontaneity that an indi-
vidual is able to do, and that individuals 
did when they started the Ice Bucket Chal-
lenge,” Weinberg said. “I can’t imagine 
anything coming from an organization 
that had that level of personal impact and 
emotion. Organizations just don’t have 
those emotions.” 

ALSTDI’s Goldstein agreed. 
“If an individual tells you to move, you 

might; if an organization tells you to move, 
you’re less likely to react,” he said. “From 
a marketing and nonprofit perspective, 
because of social media and the internet 
we’ve removed the power that organiza-
tions have to tell you how to think. As pa-
tient advocates, we will learn from that.”

Thankfully, said Weinberg, her member 
organizations understand this acutely and 
are not feeling the pressure to create the 
next Ice Bucket Challenge. One thing they 
have realized, though, is that social media 
is a huge and potentially helpful force not 
to be ignored. 

“The Ice Bucket Challenge has helped 
our organizations understand even more 
deeply that social media is critically im-
portant to how they engage with people in 
new and different ways,” she said. 

Rates of digital giving by sector
Proportion of total donations from digital sources

Source: Blackbaud, 2013

8.5%Arts and culture

11.8%Human services

13.3%Animal and environment welfare

14.4%Education

14.5%Healthcare

18.1%Faith-based charities

4.9%Medical research



The hope also is that the challenge 
opened the eyes of those who hold the 
purse strings in the biopharmaceutical in-
dustry. 

“I hope they see that even with an or-
phan disease, you can reach millions of 
people, getting some of the top decision 
makers in the world to care about it and 
to act,” said Goldstein. “And I hope it helps 
them to not be afraid to use social media, 
to create patient advocates, to teach them 
to use the tools to connect them, to em-
power them and then to get out of their 
way.” 

Weinberg said the effect, the hows and 
the whys of the Ice Bucket Challenge will 
be studied for years to come. In the mean-
time, she said, she just has to smile. 

“I grin every time I think about it,” said 
Weinberg. “It was so effective, such fun, and 
had people from every walk of life partici-
pating and passionate about helping people 
with one of the most horrific conditions a 
person can have. How cool is that?” 

Suz Redfearn is an award-winning jour-
nalist and former senior staff writer for  

ClinPage.com. Her articles have appeared in 
numerous publications, including the Atlan-
tic.com, the Washington Post, Slate, Salon, 
Politico, Men’s Health, MedPage Today and 
Physicians Practice. Suz holds a degree in 
print journalism from Loyola University in 
New Orleans and has been a medical writer 
since 1990, focusing on clinical research since 
2007. Email suzredfearn@gmail.com. 
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Online fundraising: #Giving Tuesday results

2013 2014

Total money raised $28 million $46 million

Number of nonprofits receiving donations 9,781 15,127

Total donations 193,582 296,291

Average donation given $145 $154

Tweets mentioning #Giving Tuesday 269,000 698,600

 Source:  Indiana University
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Study Lead Opportunities
CenterWatch analyzes data in its drug intelligence database to provide advance notice of clinical trials expected to enter the next phase of clinical 
development soon. Contact information is provided for follow up.  Sponsors/CROs: to list an upcoming trial here, contact Stephanie Hill, (617) 948-5170, 
stephanie.hill@centerwatch.com; or to initiate a search to identify sites for an upcoming or currently active trial, email trialwatch@centerwatch.com  
or submit online at centerwatch.com/clinical-trials/trialwatch/. Sites: to be matched to sponsor/CRO requests, submit a brief online profile at  
centerwatch.com/news-resources/trialwatch/.

Drug name Indication Company name Contact information

Phase I

nivolumab breast neoplasms Celgene clinicaltrialdisclosure@celgene.com

Tramadol HCl, Moxifloxacin cardiac repolarization Janssen jnj.ct@sylogent.com

PF-06412562 pharmacokinetics,  
pharmacodynamic effects

Pfizer (800) 718-1021

TAS-102 advanced solid tumors Taiho Oncology Jabed Seraj, seraj@taihopui.com

Phase II

rivaroxaban 
(Xarelto,BAY59-7939)

pediatric venous  
thromboembolism

Bayer clinical-trials-contact@bayerhealthcare.com

Abemaciclib breast cancer Eli Lilly (317) 615-4559

rivaroxaban acute coronary syndrome Janssen jnj.ct@sylogent.com

Phase III

RTH258 neovascular age-related macular 
degeneration

Alcon Research (888) 451-3937, alcon.medinfo@alcon.com

terconazole, metronidazole vaginal infection Curatek Pharmaceuticals Robert J. Borgman, (847) 806-2930  
rborgman@curatek.com

LY2963016 type 2 diabetes mellitus Eli Lilly (317) 615-4559

GS-6615 long QT-3 syndrome Gilead Sciences lqt3@gilead.com

retosiban, atosiban premature obstetric labor GlaxoSmithKline (877) 379-3718, gskclinicalsupporthd@gsk.com

MPDL3280A bladder cancer Hoffmann-La Roche global.rochegenentechtrials@roche.com

fulranumab osteoarthritis pain Janssen jnj.ct@sylogent.com

flomoxef urinary tract infection Takeda takedastudies@tgrd.com

ublituximab chronic lymphocytic leukemia TG Therapeutics (212) 554-4484, clinicalsupport@tgtxinc.com

Phase IV

Octagam immunodeficiency Octapharma Lidia Cosentino, (416) 531 5533 
lidia.cosentino@octapharma.com

Multi-phase Trials

GMI-1271 acute myeloid leukemia GlycoMimetics clinicaltrials@glycomimetics.com
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FDA Actions

Company name Drug name Indication FDA action

Advaxis ADXS-HPV (ADXS11-001) advanced, recurrent or refractory human 
papillomavirus (HPV)-associated cervical cancer, 
HPV-associated head and neck cancer

IND filed 

HedgePath 
Pharmaceuticals

itraconazole basal cell carcinoma in patients with basal cell 
carcinoma nevus syndrome

IND filed 

Auspex Pharmaceuticals SD-809 Huntington's disease Orphan Drug designation granted

Avaxia Biologics AVX-470 pediatric ulcerative colitis Orphan Drug designation granted 

BerGenBio BGB324 acute myeloid leukemia Orphan Drug designation granted 

Bio Blast Pharma Cabaletta pinocerebellar Ataxia type 3 Orphan Drug designation granted 

Catabasis Pharmaceuticals CAT-1004 Duchenne muscular dystrophy Orphan Drug designation granted 

ChemoCentryx CCX168 atypical hemolytic uremic syndrome Orphan Drug designation granted 

Immunomedics veltuzumab pemphigus Orphan Drug designation granted 

Insys Therapeutics cannabidiol pediatric schizophrenia Orphan Drug designation granted 

Juno Therapeutics JCAR015 acute lymphoblastic leukemia Orphan Drug designation granted 

Xeris Pharmaceuticals soluble glucagon severe, persistent hypoglycemia Orphan Drug designation granted 

Clementia 
Pharmaceuticals

palovarotene fibrodysplasia ossificans progressiva Fast Track designation granted 

GliaCure GC021109 Alzheimer's disease Fast Track designation granted 

Merrimack 
Pharmaceuticals

MM-398 (nanoliposomal 
irinotecan injection)

metastatic adenocarcinoma of the pancreas Fast Track designation granted 

Momenta Pharmaceuticals Necuparanib, Abraxane, 
gemcitabine

metastatic pancreatic cancer Fast Track designation granted 

Threshold 
Pharmaceuticals

TH-302 metastatic or locally advanced unresectable soft 
tissue sarcoma

Fast Track designation granted 

Juno Therapeutics JCAR015 relapsed or refractory B-cell acute lymphoblastic 
leukemia

Breakthrough Therapy 
designation granted 

Neurocrine Biosciences NBI-98854 tardive dyskinesia Breakthrough Therapy 
designation granted 

Regeneron, Sanofi dupilumab moderate-to-severe atopic dermatitis Breakthrough Therapy 
designation granted 

Spark Therapeutics SPK-RPE65 inherited retinal dystrophies caused by autosomal 
recessive mutations in the RPE65 gene

Breakthrough Therapy 
designation granted 

Takeda Pharmaceutical ixazomib (MLN9708) relapsed or refractory systemic light-chain 
amyloidosis

Breakthrough Therapy 
designation granted 

RedHill Biopharma RHB-105 Helicobacter pylori (H. pylori) eradication therapy Qualified Infectious Disease 
Product designation granted 

Actavis Saphris (asenapine) manic or mixed episodes associated with bipolar I 
disorder in pediatric patients

sNDA accepted 

Amgen evolocumab high cholesterol BLA accepted 

The following is a sampling of FDA regulatory actions taken during the previous month, compiled from CenterWatch and third-party sources including 
the FDA and company press releases. For more information on FDA approvals, visit www.centerwatch.com/drug-information/fda-approvals/.
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Company name Drug name Indication FDA action

Boehringer Ingelheim tiotropium via Respimat 
inhaler

asthma NDA accepted 

Eli Lilly Cyramza (ramucirumab), 
paclitaxel

advanced or metastatic gastric or 
gastroesophageal junction  adenocarcinoma

Approved

Genentech Avastin platinum-resistant, recurrent ovarian cancer Approved

Genzyme Lemtrada (alemtuzumab) relapsing forms of multiple sclerosis Approved

Janssen Pharmaceuticals Invega Sustenna (paliperidone 
palmitate)

schizoaffective disorder sNDA approved

Janssen Olysio (simeprevir), sofosbuvir hepatitis C virus Approved

Par Pharmaceutical Vasostrict (vasopressin 
injection, USP)

increase blood pressure in adults with vasodilatory 
shock

Approved

Purdue Pharma ysingla ER (hydrocodone 
bitartrate)

pain Approved

Sanofi Priftin (rifapentine), isoniazid latent tuberculosis infection Approved

Valeant Pharmaceuticals Onexton Gel (clindamycin 
phosphate and benzoyl 
peroxide)

comedonal and inflammatory acne Approved

http://ads.centerwatch.com/a.aspx?ZoneID=0&BannerID=2411&AdvertiserID=247&CampaignID=1825&Task=Click&SiteID=1&RandomNumber=870926


New Drugs in the Pipeline
The following drugs were added to CenterWatch’s Drugs in Clinical Trials Database during the previous month. For additional information, 
please visit centerwatch.com/drug-information/pipeline/. Note: The database is a subscriber-only service. To request a free trial, visit centerwatch.
com/drug-information/demo/. CenterWatch also prepares custom drug intelligence reports covering a variety of medical conditions. Email 
marketresearch@centerwatch.com. 

Phase Drug name Indication Company name

preclinical cannabidiol rare neurologic  disorders Insys Therapeutics

IND AGT-182 Hunter Syndrome ArmaGen

IND Nu-3 diabetic foot infections Lakewood-Amedex

IND LB1148 Ebola virus Leading Biosciences

IND SUBA-Itraconazole basal cell carcinoma HedgePath Pharmaceuticals

I EDV nanocells mesothelioma EnGeneIC

I FRM-0334 dementia FORUM Therapeutics

I PBI-4050 diabetic kidney disease ProMetic Life Sciences

I SUVN-G3031 Alzheimer’s disease Suven Life Sciences

I Q-122 hot flashes in women with a history of breast cancer 
who are receiving anti-estrogen therapy

Que Oncology

I ENCIT-01 Neuroblastoma Seattle Children's Research Institute

I TD-6450 hepatitis C Theravance Biopharma

Ib ONT-10 + varlilumab ovarian and breast cancer Oncothyreon

I/II AM1030 atopic dermatitis AnaMar Medical

I/II OpRegen, cell therapy geographic atrophy BioTime

I/II QBECO SSI Crohn's disease Qu Biologics

IIa Myrcludex B hepatitis B and D Hepatera

II ARA 290 sarcoidosis Araim Pharmaceuticals

II palovarotene Fibrodysplasia Ossificans Progressiva Clementia Pharmaceuticals

II vatelizumab multiple sclerosis Genzyme

II BUPI, bupivacaine lozenge oral mucositis Moberg Pharma

II VPI-2690B diabetic nephropathy Vascular Pharmaceuticals

IIb DP001 secondary hyperparathyroidism/kidney disease Deltanoid Pharmaceuticals

II/III immunoglobulin subcutaneous 20%, 
IGSC20

primary immunodeficiencies Baxter

III DCV Trio, daclatasvir + asunaprevir + 
beclabuvir

hepatitis C Bristol-Myers Squibb
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EXPERIENCE THE DIFFERENCE 
with a new standard in early  
development clinical trials
Vince & Associates Clinical Research has been providing clinical research services to the global biopharmaceutical industry for fifteen years. 
We differentiate ourselves with our boutique hotel-like facilities that contribute to our success with subject recruitment and retention. We 
have become one of the premiere US clinical research sites by utilizing the Physician Research Model® where study teams are led by highly 
experienced Principal Investigators intricately involved in all aspects of the clinical trial process.
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“When I see that an individual is 
certified, I feel confident they are 
working at a high standard. I feel 
comfortable with their level of 
knowledge and work ethic.”

Sandra Saadeh, MA, MT(ASCP), CCRA 
ACRP Certified Since 1997

“I am thrilled to be among the 
select few investigators whose 
knowledge and experience is 
validated by this certification.”

Maury Jayson, MD, FACS, CPI 
ACRP Certified Since 2002

There’s a difference between thinking you’re an elite clinical 
research professional and proving it — to yourself and to others. 

Earning your ACRP Certification demonstrates that you have the 
knowledge, skills, and abilities to safely and ethically perform 
clinical research.

ACRP CERTIFICATION
VALIDATES YOUR COMPETENCE

ACRP Certification Validates Job-Specific Knowledge

92.5% of ACRP Certificants Agree:

“My ACRP Certification 
means that I am 
competent in my career 
field and chose to go the 
extra mile to obtain the 
certification.” 

Pamela Walsh, AS, CCRC 
ACRP Certified Since 2003

SURVEY OF ACRP CERTIFICANTS (JANUARY 2013 - APRIL 2014)

ACRP Certificants Earn More

Employer Recognition

ACRP Certificants 
Earn an Average of 
$10,000 More Than 
Their Non-Certified 
Counterparts

15.3%
INCREASE 
PAY OR 
GIVE BONUS
for ACRP Certification

www.acrpnet.org/certification
Next Exams March 2015

Plan to Earn Your Designation

CCRC®CCRA® CPI®

The Trusted Mark of Excellence in Clinical ResearchSM
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