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What’s The Plan? US FDA Drug Development Tool Qualification 
Process Requires “Cultural Change”

Executive Summary
FDA sees negotiating formal “qualification plan” as key 
process improvement that should ultimately accelerate 
pace for construction of biomarkers and other drug 
development tools. But it will take some getting used to. 
 

The success of the new US FDA “qualification” pathway for 
biomarkers and other drug development tools will hinge 
on how outside groups – and internal agency reviewers – 
adapt to a new requirement to agree on a formal plan to 
develop the new tool.

Under the 2016 21st Century Cures Act, there is now a 
three-step process for outside groups to use to obtain 
FDA “approval” of a novel biomarker or clinical outcomes 
assessment for use in drug development: an initial letter 
of intent (LoI), then a formal “qualification plan” (QP) 
outlining the necessary information to support the new 
tool for its intended use in drug development, and then a 
formal submission (the FQP or final qualification package). 
(Also see “Drug Development Tool Qualification: US FDA 
Offers Three-Step Review Process” - Pink Sheet, 17 Dec, 
2018.)

“Of the three submission types, the most important is 
the plan,” FDA Biomarker Qualification Program Director 
Christopher Leptak said during FDA’s Dec. 11 public 
meeting to solicit input on the newly codified Drug 
Development Tool qualification process.

“The qualification plan is exceedingly helpful,” Leptak said. 
He sees the formal agreement on a plan as focusing both 
FDA and the requestors on the key unanswered questions 
necessary to develop a new biomarker or other drug 
development tool, thereby avoiding the risk of constantly 
“moving goalposts.” 

“One of the challenges under the old process” used by FDA 
for biomarker qualification activities over the past decade 
is that it bred a more iterative, open-ended dialogue about 
potential avenues for further research. “Scientists being 
scientists,” he said, “people get curious and ask more 
questions.” However, that means it was “hard to say when 
all is done that you haven’t moved the goalposts.”

Soon after Cures was enacted, Leptak highlighted the 
qualification plan step as a new feature that differed 
from FDA’s prior approach to biomarker qualification. It is 

significant that 18 months later he is flagging it as a key 
process improvement. (Also see “Biomarker Qualification 
2.0: Cures Act, User Fees Will Enhance FDA Pathway” - Pink 
Sheet, 8 Jun, 2017.)

The focus on the qualification plan stage as a long-
term route to more efficient final reviews is also a tacit 
acknowledgement that FDA is not expecting more direct 
efficiency improvements, such as with more staff directly 
engaged in shepherding qualification projects forward. 
That is at best a mixed message for external groups eager 
to use the qualification pathway – and was reflected in 
comments by stakeholders during the meeting.

FDA does not yet appear to have formally accepted any 
qualification plans onto the Cures process. The agency’s 
recently updated biomarker qualification tracking page 
identifies 10 submissions since the Cures changes took 
effect. Six are newly accepted letters-of-intent; two are 
rejected letters of intent, and two are letters formally 
moving a “legacy” project on to the Cures track. Those 
latter two letters both include a request for submission of 
a qualification plan as the next step.

Leptak freely acknowledged that there are challenges 
for both requesters and the agency in negotiating a 
qualification plan which may mean that it appears to 
move slowly.

“It is a new concept for our programs and for you as tool 
developers, but also for our subject matter experts and 
our senior management,” Leptak said. It is “like having a 
plan after your IND saying, ‘This is what we are going to 
do for the next 10 years.’”

There is a need for a “cultural change internally,” Leptak 
said. Most qualification activities require consultation with 
reviewers in the new drug divisions at FDA, and there is 
a tendency for those requests to “get triaged down the 
priority pile,” Leptak said.

In addition, the review itself generally involves weighing 
different types of evidence and analyses than a typical 
IND/NDA, particularly in the new-to-everyone qualification 
plan stage.

There is probably an analogy to the internal education 
process that took place in the review divisions in the years 
after the biosimilar pathway was enacted, and FDA had to 
train staff to think through drug development programs 
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intended to demonstrate an appropriate level of similarity 
to a reference product – not a conventional safety and 
efficacy program.

Of course, given the concerns over the relatively 

slow evolution of the US biosimilars market since the 
pathway was created in 2010, that may not be the most 
comforting analogy for stakeholders eager to use the 
qualification pathway.



4 © Informa UK Ltd 2019 (Unauthorized photocopying prohibited.)

Patient Experience Data: US FDA Guidance Offers Other Ways 
To Share

Executive Summary
Beyond submitting proposed guidances to FDA, 
stakeholders may develop patient registries, conduct 
natural history studies, and establish partnerships to 
help advance patient-focused drug development, agency 
suggests.

 

The US FDA adopted the advice of patient advocates in 
developing draft guidance on how to submit proposed 
guidances relating to patient experience data. The 
document lists other ways that external groups can help 
advance patient-focused drug development, such as by 
developing a patient registry, conducting natural history 
studies or collaborating with sponsors.

The draft guidance, Developing and Submitting Proposed 
Draft Guidance Relating to Patient Experience Data, 
describes the factors stakeholders should consider when 
planning and determining whether to develop a proposed 
draft guidance, how to format the document, and how to 
communicate with FDA. However, it also specifies other 
opportunities for patient and disease advocacy groups 
to share patient experience data to help advance drug 
development.

FDA issued the draft guidance, which was mandated 
under the 21st Century Cures Act, on Dec. 20. The agency 
got input on the development of the guidance at a public 
workshop in March. At the meeting, representatives from 
several advocacy organizations raised concerns that the 
document would overemphasize the role of guidance 
development and advocated that the guidance note 
other ways of submitting patient experience data. (Also 
see “There’s More To Patient Experience Data Submissions 
Than Just Guidances, Advocates Tell US FDA” - Pink Sheet, 
20 Mar, 2018.)

“Incorporating the patient’s voice and perspective in 
drug development is critical. Patients can provide key 
information regarding how well commonly studied 
endpoints in clinical trials align with outcomes or aspects 
of disease that matter most to them,” FDA Commissioner 
Scott Gottlieb said in a statement announcing the draft 
guidance. “This guidance document proposes a roadmap 
for stakeholders who are interested in developing and 
submitting proposed draft guidance to the FDA relating to 
patient experience data.”

To date, a few advocacy groups have submitted proposed 

draft guidance documents on drug development in 
specific disease areas. Parent Project Muscular Dystrophy 
(PPMD) was the first to do so. It submitted a 71-page 
proposal in 2014 with suggestions for clinical trial design, 
outcome measures, and the use of biomarkers. FDA 
adopted many of the recommendations in its guidance 
on developing drugs for treatment of Duchenne muscular 
dystrophy and related dystrophinopathies. (Also see 
“Duchenne Muscular Dystrophy: FDA Supports Broader 
Outcome Measures, Biomarkers” - Pink Sheet, 10 Jun, 
2015.)

The ALS Association submitted an 89-page proposed draft 
guidance, which FDA used in developing its draft guidance 
on amyotrophic lateral sclerosis. And the Alzheimer’s 
Association provided input on a revised draft of an 
Alzheimer’s disease guidance. (Also see “Disease-Specific 
Guidances Reflect US FDA’s ‘Nimble, Collaborative, Patient-
Focused’ Approach” - Pink Sheet, 15 Feb, 2018.) 

When Proposed Guidances Would Be 
Appropriate
FDA notes several factors stakeholders should consider in 
developing a proposed draft guidance, including the stage 
in a medical product lifecycle that could be particularly 
informed by patient experience data for a given disease 
area. For example, the guidance says in the discovery 
phase, data could be used to identify appropriate unmet 
needs to suggest potential drug targets. And during 
development, data could be used to suggest appropriate 
disease populations, enrollment criteria for trials, and 
important trial endpoints.

Stakeholders should also consider if a proposed draft 
guidance is the best way to address an identified need in a 
given disease area. The agency says it may be appropriate 
if FDA has issued a clinical guidance in a given disease 
area but the guidance does not address considerations 
for a specific subpopulation, or if the agency has issued 
a methodological guidance (such as adaptive clinical 
trial designs) that does not provide examples of how the 
methods can be applied or adapted for a specific disease 
and/or subpopulation. In these situations, FDA said 
stakeholders may want to provide subpopulation-specific 
considerations, and in the latter case, disease-specific 
considerations.

A proposed guidance would also be appropriate if FDA has 
not issued a clinical guidance in a given disease area and 
there appears to be a need for a disease-specific guidance 
to address topics related to patient experience data, such 
as clinical outcome assessments, endpoints and clinical 
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trial considerations.

FDA says a proposed draft guidance should be formatted 
so that it provides clear and concise recommendations for 
FDA to consider if it develops a guidance on the topic, and 
should not give the impression FDA drafted it.

The agency says the document should address one 
or two topics relevant to a specific disease area drug 
development plan and generally be no more than five 
pages.

The guidance says that if applicable, the document 
should include specific examples, which could be related 
to a specific subpopulation or special issues defined by 
specific factors, such as patient age, disease severity, 
co-morbidities, or other concerns. And it advises that 
the proposal should include a study report and protocol 
when patient experience data is submitted as supporting 
information.

Alternative Actions
The draft guidance describes several other ways 
stakeholders can advance patient-focused drug 
development. They include:
•  Developing a patient registry, which can be used 

in recruiting patients for clinical trials, developing 
therapeutics, and developing research hypotheses;

•  Conducting natural history studies that track the 
course of disease over time and identify demographic, 
genetic, environmental, and other variables that 
correlate with its development and outcomes in the 
absence of treatment;

•  Coordinating work among patient groups and 
stakeholders and establishing public-private 
partnerships or consortia;

•  Communicating, educating, and conducting research;
•  Convening meetings to advance discussion on topics 

related to medical product development for a given 

disease; and
•  Collecting patient experience data.

Regarding the last option, the guidance says stakeholders 
may also want to consider collaborating with one or 
more sponsors to collect patient input on a given disease, 
including patient input on the significant symptoms of the 
given disease, currently available treatments for the given 
disease, or other types of patient experience data.

“Stakeholders may also want to consider sharing their 
independently collected patient experience data with 
sponsors for potential use in decision-making,” the 
guidance states.
Series of Guidances

Comments on the draft guidance are due 90 days 
from publication of the Dec. 21 Federal Register notice 
announcing its availability.

The document is one of a several guidances FDA is 
developing on the collection of patient experience data 
and its use in drug development. In June, FDA issued a 
draft guidance on the methods to collect comprehensive 
and representative patient input data. (Also see “Patient 
Experience Data: US FDA’s Evidentiary Standards Should 
Reflect Intended Use” - Pink Sheet, 19 Sep, 2018.)

In October, the agency held a public workshop focused 
on the second and third guidances in development. The 
second covers how to elicit information from patients, 
in particular how the disease affects their daily lives, 
what they find most troublesome, and the challenges, 
problems, and burdens of the treatments for the disease. 
The third is to address how to develop study instruments, 
i.e., clinical outcome assessments. (Also see “Patient-
Focused Drug Development: US FDA ‘Needs To Be Brave,’ 
Tell Sponsors What Works Best” - Pink Sheet, 29 Oct, 
2018.) 
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NASH Drug Development Guidance Encourages Sponsors To 
Adopt Innovative Trial Designs

Executive Summary
Although guidance appears to be free of surprises, US FDA 
once again made a push for sponsors to adopt seamless 
trial designs.

 

As US FDA Commissioner Scott Gottlieb has touted 
the use of seamless clinical trial designs, the agency 
appears to promote the concept in a new draft guidance 
on developing drugs for the treatment of noncirrhotic 
nonalcoholic steatohepatitis (NASH) with liver fibrosis.

In the guidance published Dec. 3 that otherwise contains 
mostly expected information, the agency says that, 
“Sponsors could use innovative designs to combine phase 
2 and phase 3 trials (e.g., a trial design with an initial dose 
response exploration phase followed by continuation at 
a selected dose or doses). Before initiating the trials, the 
sponsor should discuss with the FDA specific trial design 
issues and statistical topics (e.g., multiplicity control, alpha 
spending).”

FDA has not been shy of trumpeting support for innovative 
clinical trial designs of late. The agency issued guidance 
in August on using a seamless trial design in early stages 
of oncology drug development, and Center for Drug 
Evaluation and Research (CDER) Director Janet Woodcock 
touted the master protocol design of the I-SPY 2 trial in 
September. (Also see ““One Continuous Trial” In Oncology: 
US FDA Offers Guidance And Encouragement” - Pink Sheet, 
22 Aug, 2018.) and (Also see “Woodcock Hopes I-SPY 
2 Trial Is ‘Blazing The Trail’ For Future Adaptive Design 
Uptake” - Pink Sheet, 12 Sep, 2018.)

The Expected NASH Elements
The guidance contains a series of trial design 
recommendations that do not come as a surprise. As 
expected, FDA is encouraging sponsors to consider the 
development of biochemical or noninvasive imaging 
biomarkers, as a liver biopsy remains the only reliable 
way to diagnose NASH. In addition to posing significant 
logistical challenges, patients are also often unwilling to 
undergo an invasive biopsy, the guidance notes.

“Sponsors could use such biomarkers, once characterized 
and agreed upon by the FDA, either for patient selection 
or for assessing efficacy in clinical trials,” according to the 
guidance.

FDA’s draft guidance formally identifies the three 

surrogate endpoint possibilities that can support 
accelerated approval:
•  A resolution of steatohepatitis on overall 

histopathological reading and no worsening of liver 
fibrosis on NASH Clinical Research Network (CRN) 
fibrosis score,

•  Improvement in liver fibrosis greater than or equal to 
one stage (NASH CRN fibrosis score) and no worsening 
of steatohepatitis, or

•  Both.

Intercept Pharmaceuticals Inc. was the first company to 
get surrogate endpoints for NASH accepted by FDA. The 
company’s farnesoid X receptor (FXR) agonist Ocaliva 
(obeticholic acid) – already approved for the treatment 
of primary biliary cholangitis (PBC) – is in Phase III 
development for a NASH indication. (Also see “’Clean 
Label’ For Intercept’s Ocaliva In PBC Bodes Well For NASH 
Claim” - Pink Sheet, 6 Jun, 2016.) and (Also see “Galectin 
Hopes To Set Surrogate Endpoints For NASH Cirrhosis, 
Despite Trial Failure” - Pink Sheet, 28 Sep, 2016.)

The guidance further says sponsors should evaluate NASH 
drugs in double-blind, placebo-controlled trials, with 
the treatment having the goal of slowing the progress 
of, halting, or reversing the disease progression and 
improving clinical outcomes.

FDA also cautions against extrapolating efficacy from 
adults to pediatric patients, noting that, “For reasons 
that are currently unknown, disease characteristics and 
progression in pediatric patients may be different.”

“However, gathering robust exposure-response 
information during adult trials 381 can be critical to inform 
the ability to extrapolate in the future,” the guidance adds.

But the agency does acknowledge that there are no 
clear criteria for identifying the subgroup of patients with 
nonalcoholic fatty liver (NAFL) who will progress to NASH, 
and subsequently cirrhosis. Therefore, the guidance says, 
sponsors should focus development on noncirrhotic NASH 
with liver fibrosis, which is “the area of greatest need and 
potential effect on health.”

An Advancing Pipeline
FDA has not yet approved a drug for the treatment NASH, 
and the draft guidance comes at a time when the most 
advanced candidates are in Phase III development. (See 
chart below.)

In addition to Intercept Pharmaceuticals Inc., Gilead 
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Sciences Inc., Allergan PLC and Genfit SA also have NASH 
candidates in Phase III development. (Also see “Gilead’s 
FXR Agonist Posts Questionable Results In NASH, But 
Offers Hope In PSC” - Scrip, 9 Nov, 2018.) and (Also 
see “New Data Cast Doubt On Gilead’s Phase III NASH 
Candidate Selonsertib” - Scrip, 20 Apr, 2018.)

Galectin Therapeutics Inc. is notably moving along 
with plans to move its galectin-3 inhibitor GR-MD-02 to 
Phase III development, despite struggles in Phase II. 
The company announced in May its target population 
for Phase III will be patients with NASH cirrhosis without 

esophageal varices. (Also see “Galectin Hopes To Set 
Surrogate Endpoints For NASH Cirrhosis, Despite Trial 
Failure” - Pink Sheet, 28 Sep, 2016.) and (Also see 
“Galectin Offers Subgroup Approach For Struggling NASH 
Candidate” - Scrip, 6 Dec, 2017.)

Pfizer has also been undertaking R&D efforts in the Nash 
space for roughly seven years, although the drugmaker 
only recently presented its first clinical data for a NASH 
candidate at the 2018 International Liver Conference in 
April. (Also see “Pfizer Working To Catch Up In NASH With 
Fat-Reducing Compounds” - Scrip, 30 Apr, 2018.)

NASH Candidates Under Development
A snapshot of products in the NASH pipeline, Phase II and above.
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Source: Biomedtracker
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Regulatory Lessons For Advanced Therapy Makers: A Case Study

Executive Summary
Developing advanced therapy medicinal products is not 
easy, but the head of regulatory affairs at Swedish cell 
therapy company Immunicum has some useful tips for 
SMEs that could help them navigate their development 
more easily.

 

Small and medium-sized enterprises developing 
advanced therapies for patients in the EU would do well to 
participate in the European Medicines Agency’s seldom-
used certification procedure for such products.

If they are also targeting US patients, they should take 
advantage of the pre-investigational new drug (pre-
IND) meetings the Food and Drug Administration offers 
companies that are just starting to prepare their IND 
application to start clinical trials. And they should not 
underestimate how much work it will take to prepare the 
IND.

These were just some of the recommendations that 
Margareth Jorvid of Swedish cell-based immuno-oncology 
company Immunicum had for SMEs that are developing 
advanced therapy medicinal products (ATMPs).

Navigating the rules governing ATMPs is challenging, said 
Jorvid, who was speaking at a conference this month 
about her company’s experience with ilixadencel, the 
allogeneic, off-the-shelf immunotherapy product that 
Immunicum is developing for various cancers.

She said that companies should apply for their product’s 
international nonproprietary name as early as possible as 
it can take a long time for the World Health Organization 
to issue an INN. They should also make use of the 
different types of scientific advice on offer from the 
regulators.

Jorvid, who is Immunicum’s head of regulatory affairs 
and QA, was speaking at the annual symposium of 
The Organisation for Professionals in Regulatory Affairs 
(TOPRA) in Stockholm, Sweden, on Oct. 3. Since receiving 
ilixadencel’s ATMP classification from the EMA around 
three years ago, she said, her company had learned a 
lot about the regulatory procedures involved with the 
development of such therapies.

ATMPs are being developed by both big and small 
companies, although developers are often SMEs and spin-
offs from academia. They are complex products and their 
development has been hampered by myriad scientific, 

technical and manufacturing challenges.

In the EU, for example, a number of ATMPs are or have 
been under development since legislation (Regulation 
(EC) No 1394/2007) governing such products came into 
force around 10 years ago. But as of Oct. 3, only 19 ATMPs 
had been submitted for EU marketing authorization, 12 
had been approved for sale, and just eight are still on the 
market.

Nevertheless, Europe’s advanced therapies pipeline is 
understood to be flourishing, with over 500 clinical trials of 
ATMPs underway.

Combination Treatments Are The Future
“I strongly believe that ATMPs are the future,” Jorvid said. 
Navigating the many rules and guidelines on advanced 
therapies is “difficult” and “challenging,” she admitted, 
but there are many people working in this space now and 
“we have to learn” how to comply “whether we like it or 
not.”  

Ilixadencel, Immunicum’s lead product candidate, 
consists of pro-inflammatory allogeneic dendritic cells 
designed to prime the patient’s own immune system to 
fight cancer. 

The plan is to use the product in combination with other 
modern cancer drugs, according to Jorvid, who believes 
that combination treatments in the immuno-oncology 
space are also “the future.” Combining immune system 
activators like ilixadencel with immunosuppression 
inhibitors such as the checkpoint inhibitors –  for example 
Keytruda (pembrolizumab) or Opdivo (nivolumab) – “could 
enable the next breakthrough in cancer,” she declared.

Ilixadencel has completed two Phase I trials – one (IM-
101) was in metastatic renal cell carcinoma (mRCC) 
and the other (IM-102) tested ilixadencel alone and in 
combination with sorafenib for unresected hepatocellular 
carcinoma. Patient recruitment is now complete in a 
Phase I trial (IM-3) for gastrointestinal stromal tumors and 
a multicenter EU-US comparative Phase II trial (IM-201 
MERECA) involving ilixadencel and sunitinib for mRCC.

A multicenter US-EU Phase Ib/II trial (IM-202 ILIAD) that 
will test ilixadencel in combination with pembrolizumab 
is expected to start enrolling patients with head and neck 
cancer, lung cancer or gastric cancer by the end of this 
year.

Lessons Learned
According to Jorvid, applying for an ATMP classification 
for ilixadencel from the EMA’s Committee for Advanced 
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Therapies – and subsequently receiving it in December 
2015 – was an important step. The classification allowed 
Immunicum to understand exactly what its product was – 
a somatic cell therapy – and which regulatory framework 
applied – Regulation (EC) No 1394/2007, she said.

An INN First
As for seeking an INN, Jorvid encourages companies to 
“start early.” It can take “at least a year, sometimes a 
year and a half” for the WHO to issue an INN, she said, 
adding that the WHO committee that proposes INNs does 
not meet often during a given year.

Immunicum received the ilixadencel INN in January 2017. 
“We were probably one of the first to apply for an INN” 
for a cell therapy product, Jorvid said, noting that the 
WHO only started granting INNs for cell therapies around 
three years ago, after finalizing and publishing a guideline 
on how to name such products. Ilixadencel comprises 
the randomly chosen prefix (ilixa-), followed by an infix 
describing the cell type (-den-) for dendritic cells, and ends 
with the suffix (-cel) used for all cell therapy products.

The Value Of Scientific Advice
The Immunicum executive spoke highly of the scientific 
advice services on offer from the regulators.

“I strongly believe it is very important for [ATMP] 
companies to [get] scientific advice” about their product’s 
development from the EMA, the national regulatory 
agencies in Europe, and the FDA during pre-IND meetings.

Scientific advice is designed to help companies 
understand which tests and studies are needed to develop 
their products successfully.

Immunicum first sought scientific advice in the early 
days of ilixadencel’s development from Sweden’s Medical 
Products Agency, and subsequently received advice from 
the EMA.

“We… had some very good feedback” from the EMA, Jorvid 
commented. The agency’s advice was “very helpful for the 
company on what to consider moving forward.”

Immunicum also received advice during a pre-IND 
meeting it had with the FDA regarding the development 
plan and the data and regulatory requirements for its 
IND submission. The pre-IND meeting was “crucial for 
submitting the IND,” which the FDA cleared in December 
2016, making it possible to include US patients in the 
MERECA trial.

The IND marked a “major step” for Immunicum, said 

Jorvid. But “don’t underestimate the work it takes to put 
an IND together,” she warned.

More recently, the company received national scientific 
advice in Europe on matters relating to chemistry, 
manufacturing and controls, and also on the design of its 
ILIAD trial.

ATMP Certification
Finally, the Immunicum executive spoke about the 
benefits of obtaining ATMP certification from the EMA’s 
CAT; the company received an ATMP Certificate for Quality 
and Nonclinical Data for ilixadencel in March this year.

The certification procedure is a mechanism unique to 
SMEs that want the agency to assess data they have 
generated and check that they are on the right track. It 
involves the scientific evaluation of quality data and, when 
available, non-clinical data that have been generated 
at any stage of the ATMP development process. It aims 
to identify any potential issues early on, so that the 
developer can address them before they submit their 
marketing authorization application. But its use, to date, 
has been low. According to the EMA, as of Oct. 3, only 11 
certification procedures had been finalized. 

Developers who do not take advantage of the procedure 
are missing out, according to Jorvid. “It’s the only situation 
where you can get an assessment of what you have done 
so far,” she said. “Any other interaction is scientific advice 
where you talk about plans, you ask questions and you 
have dialogue. This is actually an assessment where the 
regulators take their time to help us to review what we 
have done. To really check that we are on the right track. I 
think that’s unique.”

And just as importantly, the ATMP certification procedure 
“also tells investors that you are on the right track,” she 
said.

Jorvid also had a tip regarding the certification procedure 
for companies targeting both the EU and the US markets.

It really helps if you have already put together your IND 
before seeking ATMP certification, she said, because 
the structure of the information in the IND is the same 
as what the EMA will require, “so in one go you do two 
things.”

“I feel when you do your IND, you really put [your] CTD 
[common technical document] structure together,” 
Jorvid noted. Preparing the IND first – as Immunicum had 
done – is “a really good way to move [onto] the ATMP 
certification,” she said.



11 © Informa UK Ltd 2019 (Unauthorized photocopying prohibited.)

Vivli Nonprofit Hopes To Be One-Stop Shop For Clinical Trial Data

Executive Summary
GlaxoSmithKline, Pfizer, and Biogen are among those 
participating in new data-sharing and analytics platform; 
2,500 trials currently available to researchers.

 

The nonprofit Vivli is hoping that the breadth of its clinical 
trial data-sharing platform will allow it to make more 
of an impact on clinical research than previous, similar 
efforts have. 

Vivli unveiled the platform July 19 at the National 
Academy of Sciences. Vivli currently has 15 
members, which have placed approximately 2,500 
trials on the platform. They include six companies – 
AbbVie Inc., Aegerion Pharmaceuticals Inc., Biogen 
Inc., GlaxoSmithKline PLC, Pfizer Inc. and Takeda 
Pharmaceutical Co. Ltd. – as well as universities and 
organizations, including Harvard University, Duke 
University and Critical Path Institute.

“Vivli is quite simply big data in action as applied to clinical 
trials,” Vivli Executive Director Rebecca Li said at the 
launch event.

“What can researchers do today that they couldn’t 
do yesterday and what makes our platform unique, 
innovative and different?” she asked. “For the first time, 
we offer the complete package of bridging from partner 
platforms across multiple diseases. So, researchers can 
take data that’s posted on Vivli” from multiple sources, 
including small biotechs, pharmaceutical companies, 
nonprofits, foundations, academia, government sources, 
and others “and bridge them across a cloud platform” 
built on Microsoft’s system.

Li said the platform will reduce duplication of clinical trials, 
help shape early trials and enable them to be conducted 
faster, and make greater use of the contributions of 
patients.

Data Sharing Evolultion
The data-sharing platform evolved from initiatives 
undertaken by several companies to disclose their 
clinical trial data. The programs arose after the European 
Medicines Agency announced in 2012 that it planned to 
require publication of all raw clinical trial data. (Also see 
“Clinical Trial Data Disclosure: As EMA Pushes For Patient 
Level Info, What Control Will Firms Have?” - Pink Sheet, 3 
Dec, 2012.)

GlaxoSmithkline took the lead in 2013 when it made a 

large library of clinical trial data available to scientists. An 
independent panel of experts from The Wellcome Trust 
reviews access requests and vets them for scientific merit. 
Several companies began similar programs, while others 
teamed with GSK, sharing the same review panel.

Jessica Scott, GSK’s director of medical advocacy & policy, 
said in an interview that the consortium, which now has 
15 members from industry and four from academia, has 
listed 3,800 trials. The group has received 416 requests 
for access to the data and over 76 research teams have 
conducted research that has resulted in 26 publications to 
date.

Scott said a neutral broker between a data distributer and 
requester can accomplish what individual contributors 
or platforms cannot do. Vivli “could be a global one stop 
shop” for clinical trial data, she said.

Vivli evolved from a project at The Multi-Regional Clinical 
Trials Center of Brigham and Women’s Hospital and 
Harvard University.

Challenge Of Disparate Methodologies
Anyone can make a request to access data on the 
platform but Li said one criteria requesters must meet is 
to have a valid scientific question that can be answered by 
the data. The Wellcome Trust will assess the requests.

Vivli recommends that contributors provide a data 
package that at a minimum consists of a protocol, an 
anonymized individual participant-level dataset, a data 
dictionary, and a statistical analysis plan. Additional 
elements, including annotated case report forms and a 
clinical study report, are optional.

Someone from Takeda asked how Vivli would handle 
the different methodologies that companies use. Vivli 
Technical Lead Ida Sim, professor of medicine at University 
of California, San Francisco, noted that the platform is 
not requiring any common data elements. She said she 
understood that analyzing the methodology will be 
a challenge but noted that the platform will facilitate 
communication.

The cost to share and archive data on the platform is 
$2,000 per study for academic data contributors if the 
study does not require an independent review panel, and 
$4,500 for studies requiring an independent review panel. 
Li said the cost to users will be $12 per day after the first 
year.

In opening remarks at the launch, Victor Dzau, president 
of the National Academy of Medicine (formerly the 
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Institute of Medicine), cited the IOM’s 2015 report, 
“Sharing Clinical Trial Data: Maximizing Benefits, 
Minimizing Risk,” which made recommendations for 
sharing raw clinical data. (Also see “Clinical Trial Data 
Sharing: IOM Envisions Open And Closed Doors” - Pink 
Sheet, 15 Jan, 2015.)

The committee that authored the report felt strongly that 
stakeholders should “foster a culture” of sharing data, 
Dzau said. The launch of Vivli and the platform is “one 
step closer to coordinated sharing.”

Ara Tahmassian, Harvard University’s chief research 
compliance officer, who also spoke at the launch, said 
he would advise academia to use the platform to share 
faculty research. It would “cost us an arm and a leg” to do 

this on our own, he said, adding that it is difficult to find a 
safe and secure place to deposit data.

Tahmassian noted that the platform also offers a way for 
researchers to meet the requirements of the International 
Committee of Medical Journal Editors (ICMJE). In June 
2017, the committee announced that as of July 1, 
2018, manuscripts submitted to ICMJE journals that 
report the results of clinical trials must contain a data 
sharing standard. And clinical trials that begin enrolling 
participants on or after Jan. 1, 2019 must include a data 
sharing plan in the trial’s registration.

Vivli noted that government and non-profit research 
funders are also stipulating data-sharing as a condition of 
their grants.


