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Introduction

Managing dynamic clinical trial data for global 
disclosure compliance can be a daunting task.  
In order to appreciate the rationale for registering 
clinical trials and reporting trial results, clinical 
trial disclosure must be viewed in the greater 
context of data management.  

This guide offers an overview of regulatory 
requirements, market drivers for disclosure, 
sponsor compliance challenges, the hidden value 
of clinical trial data and technologies that can 
ease the burden of disclosure management.
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Clinical trial disclosure is one of many compliance 
requirements that face life sciences organizations 
around the world. These regulations have been put in 
place to improve science with the goal of eliminating 
selective publication and cherry picking results, 
which skewed what trials were being disclosed and 
what medicines were being prescribed. Clinical trial 
disclosure begins with registering a clinical trial with 
governmental registries to make it accessible to 
patients and continues with public posting of study 
protocols and results.

Before we go into details of the regulations impacting 
the majority of clinical trials today, let’s take a brief 
look at their history. In 2000, ClinicalTrials.gov was 
implemented as a result of the US Food and Drug 
Administration (FDA) Modernization Act of 1997 
(FDAMA). The act required the US Department of 
Health and Human Services (HHS), through the 
National Institutes of Health (NIH), to establish 
a registry of clinical trials information for both 
federally and privately funded trials conducted under 
investigational new drug (IND) applications  to  test  the  
effectiveness  of  experimental  drugs  for  serious  or  
life- threatening diseases or conditions.

Continued issues with transparency came to the 
forefront in 2006, when a sponsor conducted a Phase 1 
trial that caused catastrophic systemic organ failure in 
all six trial subjects (healthy volunteers). A controversy 
ensued because a similar study in 1994 predicted 
similar outcomes. The following year, the International 
Committee of Medical Journal Editors (ICMJE) instituted 
against publishing trial information that had not been 
previously posted.

The Declaration of Helsinki is a set of ethical principles 
developed in 1964 by the World Medical Association 
(WMA) to provide guidance to physicians and 
participants in research involving human subjects. The 
first version to require disclosure, adopted in 2008, 
highlights the importance of prospective registration of 
trials as well as trial results reporting.

In 2014, the European Medicines Agency (EMA) 
released Clinical Trial Regulation EU No 536/2014 to 
harmonize the assessment and supervision processes 
for clinical trials on medicinal products for human use.

Clinical Trial Disclosure Overview
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Both internal and external factors pressure sponsors into maintaining compliance. Here we look at the key market 
drivers influencing clinical trial disclosure.

 
 
 
Regulatory

Compliance with regulatory requirements is reason in and of itself for sponsors to 
strive for a perfect disclosure record. In the US, the FDA has identified monetary 
fines associated with noncompliance, starting at over $12,000 for the first event 
and over $12,000 per day for every day late (if not corrected within 30 days). 
This can be very expensive for sponsors conducting numerous trials as it 
may take longer than 30 days to ensure compliance for each trial, yet 
each noncompliant trial can cost $12,000-plus per day. We’ll go into 
more detail about regulatory specifics in the next section.

Market Drivers for Disclosure
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Public Opinion & Reputation

It’s no secret that the pharmaceutical industry has 
suffered from an image problem. Across the globe, 
the public and governments have called for greater 
transparency in drug pricing. With the arrival of the 
coronavirus pandemic, the pharmaceutical industry 
was placed under a global microscope, with increased 
demands for transparency of clinical trial methodology 
and results. The pandemic not only raised public 
awareness of clinical trials in general, it also 
contributed to a modest improvement in the industry’s 
image, with pharmaceuticals moving up one spot from 
dead last.1

Joseph Munda, a vice president in the life science 
technology group of the Chicago-based First Analysis 
investment group, says a company’s transparency and 
its brand reputation go hand in hand. “Anything that’s 
driving transparency on the clinical development side 
and educating the public is definitely a benefit. They 
should be promoting transparency; it’s low-hanging 
fruit. Those not being transparent, it only hurts their 
brand. Transparency goes a long way in building the 
public’s trust.”

Lack of trust in the  industry carries over into the 
public’s reluctance to participate in clinical trials. This is 
particularly true for minority populations, which is why 
many trials lack diversity among participants. In order 
to stem this vicious cycle, sponsors must work to earn 
the public’s trust, starting with transparency.

 

Large pharma companies have been scrutinized for the 
last ten years for disclosure practices. Initiatives  such 
as Bioethics International’s Good Pharma Scorecard 
and the AllTrials campaign, for example, look at drug 
approvals and the companies associated with them 
and most of the articles written have focused on 
these companies. And in part because of that, and 
also because of a dedication to transparency that has 
evolved over time, it is now a significant part of their 
corporate behavior. Large pharma companies have 
embraced disclosure and transparency, by and large.

Market Drivers for Disclosure

(The latest Good Pharma Scorecard Ranking – available at 
bioethicsinternational.org/good-pharma-scorecard)
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Expectations of Patients &  
Advocacy Groups

Historically, patients and the advocacy groups that 
represent them have been vocal about demanding 
clinical trial transparency. In the UK, a coalition of 
12 patient and healthcare groups has claimed that 
the Health Research Authority (HRA) was dragging 
its heels in driving improvements in transparency.2 
Similarly, advocacy organizations have contacted non-
commercial medical research funders to implement 
transparency best practices across their portfolios.3 

Outspoken transparency advocate Ben Goldacre is 
one of the driving forces behind the AllTrials initiative, 
which calls for all past and present clinical trials to 
be registered and their full methods and summary 
results reported. Goldacre is a senior research fellow 
at the Centre for Evidence-Based Medicine at Oxford 
University, which hosts the EU Trials Tracker that 
monitors noncompliant trial results disclosure of 
universities and pharmaceutical companies on the 
European Clinical Trials Registry (EU CTR) and the 
FDAAA TrialsTracker, which does the same for  
results reporting on ClinicalTrials.gov.
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Internal Transparency Initiatives 

To satisfy changing regulatory requirements, it is 
advisable for sponsors to establish a transparency 
policy. This may require a subtle shift in mindset, as 
transparency should be tied to patient engagement, 
which sponsors are proudly proclaiming in their 
mission statements. Transparency sends a message 
to clinical research participants and the public that 
participant contributions are valued. Such a policy 
must clearly define the following commitments related 
to disclosure, transparency and data sharing:

• Protocol registration

• Results disclosure

• Clinical Study Report (CSR) synopses

• Full Clinical Study Reports (CSRs)

• Plain-Language Summaries (PLS)

• Individual Patient-level Data (IPD)

A comprehensive transparency policy tops the list of 
best practices for clinical disclosure standard operating 
procedures (SOPs). In order to create one, sponsors 
should start by forming a cross-functional clinical 
transparency committee. Key stakeholders to consider 
include the chief medical officer (or representative), 
clinical operations, biostatistics, publications and 
regulatory affairs.

When developing SOPs, it is important to focus on 
high-level processes, roles and responsibilities. While 
it is tempting to get mired in the details, for this 
exercise it makes sense to look at the bigger picture. 
Remember, these are global SOPs and can be tailored 
to specific projects as needed.

Sponsors cannot totally overlook procedural details, 
however. These belong in supporting guidance 
documents that cover areas such as manual and 
automated processes, source systems, disclosure 
technologies, trial registries and data-sharing 
platforms.

Remember, SOPs are not set in stone. A good SOP 
evolves as regulations, the industry and corporate 
priorities shift. Neither do SOPs exist in silos. 
Disclosure and transparency can touch many 
unexpected areas of an organization. Consider 
updating SOPs related to disclosure. Other areas that 
may be impacted by SOPs are publications, investor 
relations, medical information and regulatory affairs.

Market Drivers for Disclosure

“Now our policy encompasses all areas 
of transparency and disclosure that we 
need to meet. And we’re trying to stay 

on top of what’s coming next.” 

JO ANNE-MARIE BLYSKAL
HEAD OF GLOBAL REGULATORY MEDICAL WRITING  

AND TRANSPARENCY & DISCLOSURE

TEVA
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Competitive Landscape  

A group of investors representing more than  
$4.5 trillion in assets co-signed the AllTrials petition, 
asking the pharmaceutical companies they invest in 
to move towards transparency. In that signature they 
signaled that their expectation as investors is that 
companies disclose all clinical trial data. 

Because investors want to minimize risk prior to 
making investment decisions, they scrutinize a 
company’s compliance record. Once an investment is 
made, there may be an acquisition in the company’s 
future. Large pharmaceutical companies are looking at 
the disclosure and ethical practices of the companies 
they are seeking to acquire. This is why clinical trial 
transparency is important for small companies as well 
as their larger counterparts.

Company-Specific 
Requirements

Local 
Requirements 
&  Registries

Requirements from 
Publications, Industry 
Organizations & 
Transparency Advocates

Leading Regulations  
& Registries

Stakeholders

Market Drivers for Disclosure

“We did this as a process improvement, 
a quality improvement, a risk 

mitigation, the right-thing-to-do-for-
patients initiative.”

JULIE HOLTZOPLE
CLINICAL TRIAL TRANSPARENCY OPERATIONS DIRECTOR

ASTRAZENECA

(on the sponsor’s decision to host its plain-language 
summaries on an unbranded web portal)

Policies
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g P
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s

The Definitive Guide to 
Clinical Trial Disclosure

9 Copyright © 2021 Informa PLC



Commitments by Industry Associations   

Pharmaceutical industry associations expect transparency commitments from their members. Following are 
excerpts from a few of the most recognized associations in the industry:

Market Drivers for Disclosure

The Association of the British Pharmaceutical 
Industry (ABPI):

The ABPI is committed to greater clinical trial 
transparency: we believe that clinical trial results 
should be posted in publicly accessible registries 
and databases and published in the scientific 
literature in a timely manner.

Pharmaceutical Research and Manufacturers 
of America (PhRMA): 

We commit to the timely submission and 
registration on a public database of summary 
information about all clinical trials that we 
conduct involving the use of our marketed or 
investigational products in patients. We also 
commit to the timely submission and posting of 
summary results of all clinical trials conducted in 
patients….

International Federation of Pharmaceutical 
Manufacturers and Associations (IFPMA):

Biopharmaceutical companies are committed 
to enhancing public health through responsible 
sharing of clinical trial data in a manner that is 
consistent with the following principles:

• Safeguarding the privacy of patients

• Respecting the integrity of national 
regulatory systems

• Maintaining incentives for investment in 
biomedical research

Biotechnology Innovation Organization (BIO):

We are… committed to building upon our 
routine publication of clinical research results 
and ongoing collaborations with academic and 
government researchers in order to support 
additional efforts to improve public health.

European Federation of Pharmaceutical 
Industries and Associations (EFPIA):

The biopharmaceutical industry believes 
that the disclosure of clinical trial results and 
appropriate sharing of clinical trial data is in the 
best interests of patients, clinicians, medical 
research and the biopharmaceutical industry.
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Other Requirements 

Reinforcing the call for clinical trial transparency are other health-related organizations, including the following:

ICMJE:

The ICMJE requires and recommends that all medical journal editors require registration of clinical trials in a public 
trials registry at or before the time of first patient enrollment as a condition of consideration for publication.

World Health Organization (WHO):

Before any clinical trial is initiated (at any phase) its details must be  
registered in a publicly available, free-to-access, searchable  
clinical trial registry complying with WHO’s  
international agreed standards.

Market Drivers for DisclosureThe Definitive Guide to 
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The Current Regulatory Environment

Clinical trials are conducted in almost every country in the world, each with its own health authority and regulations. 
Approximately 90 of these countries have requirements related to the disclosure of clinical trial data that are made 
publicly available on over 30 clinical trial registries. The PHUSE Global Health Data Science Community offers a 
comprehensive regulatory overview. Below is a brief history of clinical trial disclosure, followed by key regulatory 
considerations in the US, EU and other countries.

Summary 
Protocol 
FDMA 113

2000-2005 2010-2015 Beyond 2020

2005-2010 2015-2020

Tabular Results 
(approved products) 
FDAAA Title VIII

Study Synopsis 
Maine State Public 
Law. Chapter 461

Protocol & SAP 
FDAAA Final Rule

Full CSR 
(on request) 
Policy 0070 - 
Phase 1

PLS 
(EU) No 536/2014

IPD 
(on approval) 
Policy 0070 - 
Phase 2

Tabular Results 
(unapproved products) 
Directive 2001/20/EC

Full CSR 
(on request) 
Policy 0043

Trial Disclosure History
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The US

The FDA Amendments Act (FDAAA), Title VIII (known as the “statute”) and the subsequent 42 CFR Part 11 regulation 
(known as the “regulation”) requires Applicable Clinical Trials (ACTs) to be registered on and summary results 
information submitted to the ClinicalTrials.gov website.  

ACTs are clinical trials that meet the requirements identified in either the statute or the regulation and include 
Phase 2, 3 and 4 interventional trials under the jurisdiction of the FDA (e.g., have a US study site) that started on or 
after Sept. 27, 2007 or were ongoing as of Dec. 26, 2007.

ACTs that were started on or after Jan. 18, 2017 or have a Primary Completion Date on or after Jan. 18, 2017 are 
subject to the updated 42 CFR Part 11 Regulation.

Trial Registration

The US requires the summary protocol information for an applicable clinical trial (ACT) to be submitted to the 
ClinicalTrials.gov public registry not later than 21 days after the first patient is enrolled. Specific updates and 
amendments must be submitted to the ClincalTrials.gov registry within 30 days of the change.

ClinicalTrials.gov is the most prominent clinical trial registry in the world, with over 300,000 studies registered. 
Because this registry accepts global studies that are not applicable to the US requirements of all study 
types, it is a common registry to meet other regulatory or policy requirements. For example, the ICMJE 
requires that trials must be registered at or before the onset of patient enrollment, as a condition 
for publication consideration. The World Medical Association (WMA) requires disclosure before 
recruitment of the first subject. While both organizations require a greater scope of studies 
and an earlier timeline than the US requirements, ClinicalTrials.gov is often the registry 
selected to meet these other obligations as well.

The Current Regulatory Environment

1997
FDAMA calls 
for public 
registry

2005
ICMJE requires 
registration of  
trials

2008
ClinicalTrials.gov 
results modules 
added

2017
Final Rule (former 
FDAAA 801) and 
NIH Policy

2000
ClinicalTrials.gov 
launched

2007
FDAAA expands 
ClinicalTrials.gov 
to include results 

2009
ClinicalTrials.gov 
adds Adverse 
Event Module

2020
Federal court 
decision in Seife 
et. al v HHS
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Results Disclosure

The US requires summary trial results for ACTs to 
be submitted to ClinicalTrials.gov not later than 12 
months after date of the last visit of the last patient 
specifically for purposes of data collection for the 
primary outcome of the trial, known as the Primary 
Completion Date. If the study continues beyond this 
date, the results must be updated with the additional 
information not later than one year after the Study 
Completion Date.

There is an option to request a delay to submit results 
record for unapproved products or indications, or in 
limited scenarios, for good cause pending approval of 
the delay and the timing of results submission (i.e., the 
integrity of the study data can be jeopardized). This 
delay request must be submitted not later than 12 
months after the Primary Completion Date and expires 
the earlier of 30 days after the product or indication 
is approved or discontinued, or two years after the 
delay was submitted (e.g., three years after the Primary 
Completion Date).  

In February 2020, a federal court held that studies 
subject to the Statute that have a Primary Completion 
Date prior to Jan. 18, 2017 require submission of 
results information for any applicable clinical trial 
(ACT) that was initiated after Sept. 27, 2007, or that 
was ongoing as of Dec. 26, 2007, and before Jan. 18, 
2017 or reached its primary completion date prior 
to Jan. 18, 2017 if the ACT studied a product that is 
approved, licensed, or cleared by the FDA at any time, 
including after the ACT’s primary completion date. The 
court determined that an unlawful loophole existed, 
exempting certain clinical trial reporting requirements. 
In the wake of the ruling, the FDA and NIH have stated 
the intention to take action for failure to submit results 
information, including the levying of potential financial 
penalties.

Penalties and Obligations

As part of the regulation applications such as NDAs 
or BLAs, sponsors must submit a confirmation that 
ACTs have been disclosed in compliance with these 
requirements. The FDA Form 3674 submitted with 
these applications confirms the disclosure of clinical 
trials. The individual who signs this form must have a 
robust understanding of the trial disclosure SOPs and 
the company’s ability to comply with the law because a 
false statement is considered a criminal offense.

Up to $12,000 per day per trial can be levied as 
monetary penalties for noncompliance. In addition, 
the FDA, which has enforcement authorization for 
disclosure requirements, has identified other non-
monetary remedies for noncompliance. These  
include public notice of failure or violations in the  
registry/results data bank and withholding of 
remaining or future grant funding where applicable. 
The public notice can be viewed as the equivalent of 
a black box warning on the ClincalTrials.gov website 
that notes a sponsor’s noncompliance. FDA inspections 
may also result in the issuance of a public warning or a 
corporate integrity agreement.

The Current Regulatory Environment

”We really now have more commitment 
to (trial) results … The company 

understands that as the requirements 
change, they’re no longer voluntary. 

They’re no longer a nice to have. These 
are now becoming more and more 

stringent requirements with penalties 
associated with them.” 

MARY LOU TOMSON
SENIOR DIRECTOR OF CLINICAL OPERATIONS

LUNG BIOTECHNOLOGY
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The European Union

The European Union (EU) has its own requirements for making clinical trial information available to the public. 
Registration information is published as a subset of information provided during the Clinical Trial Application (CTA) 
process. Results are submitted directly to a database, similar to the process in the US.

The Current Regulatory Environment

Clinical Trials Directive 2001/20/EC

Clinical trials in the EU are currently governed by the Clinical Trial Directive. It will be replaced by the Clinical Trial 
Regulation EU No 536/2014 once the Clinical Trial Information System is ready for production use, anticipated to be 
at the end of 2021.

Trial Registration

Until that time, clinical trial sponsors are required to 
submit their CTAs for all phases of interventional drug 
trials to individual National Competent Authorities 
(NCAs) to obtain approval to conduct the trial. As part 
of the CTA submission dossier, sponsors provide a 
summary protocol and other regulatory information 
in XML format for the NCA to upload into the EudraCT 
database. Major amendments are the only updates 
that are accepted, and are required to be submitted to 
the relevant NCAs. Summary protocol information for 
Phase 1 pediatric, and Phase 2-4 studies are posted to 
the public EU Clinical Trial Registry.

Results Disclosure

Summary results are required for all studies conducted 
in the EU or under an EU Pediatric Investigation Plan 
(PIP). The results are submitted by the sponsor directly 
to the EudraCT database within six months of trial 
completion for pediatric trials (and those in an EU 
PIP with pediatric populations), or one year of trial 
completion for trials without pediatric populations, 
including those included in an EU PIP. The results for 
Phase 1 pediatric, and all Phase 2-4 studies are posted 
to the public EU Clinical Trial Registry.

Clinical Trial Regulation (CTR) 536/2014 (EU CTR)

The EU Clinical Trial Regulation (EU CTR) is an evolution of the current EU Directive on clinical trials.  Transitioning to 
a regulation from a directive means that the process for approving clinical trial applications will be harmonized and 
centralized for all member states rather than requiring individual dossiers to each National Competent Authority.  
The new Clinical Trial Regulation will go into application once the Clinical Trial Information System (CTIS) is ready for 
production use.  The CTIS will be the primary tool for managing processes between sponsors and the member states 
for clinical trials, investigational medicinal product approvals, safety reporting, and sharing information with the public.

Trial Registration

Relevant for disclosure professionals, CTA information 
will be submitted via the CTIS. A reporting member 
state is selected and is responsible for communications 
via the CTIS with the clinical trial sponsor. Included with 
the CTA will be summary protocol information that will 
be made public.

Results Disclosure

Results are required for all interventional clinical trials 
that are conducted in the EU or under an EU PIP within 
12 months of study completion and will be made public. 
Interim results are required if specified in the protocol. 
In addition to the summary protocol and results 
information, the EMA Policy 0070 (discussed below) 
requires disclosure of the full protocol and Clinical Study 
Reports (CSR) will be made public, with the ability to 
lightly redact for Personally Protected Data (PPD) and 
Commercially Confidential Information (CCI).

The Definitive Guide to 
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To conduct an interventional trial in the European Union (EU), the trial sponsor must 
submit a Clinical Trial Authorization (CTA) to each member state in which the trial is 
to be conducted. The EU provides public access to clinical trial information on the EU 
Clinical Trials Register (EU CTR) which discloses data pulled from the CTA. However, 
a trial sponsor has no direct access to the trial information from CTAs submitted in 
the EU since May 1, 2014. In 2014, the EU mandated the format for disclosure of 
clinical trial results that must be disclosed within 12 months of the end of the trial.

In ClinicalTrials.gov, sponsors can submit updates to the protocol and results 
data that are made public, but there is no direct analog in Europe. A company 
submits information to national competent authorities, and these authorities 
submit updates to the system. This somewhat blinded model has led to 
numerous inconsistencies existing on EU CTR that require updates.

The European Clinical Trials Database (EudraCT) is a system designed for 
European regulators to communicate among themselves. Sponsors can get 
access to a EudraCT number to complete their CTA forms but don’t have the 
same visibility and access to previously submitted trial data that is available 
on ClinicalTrials.gov. It should be noted that there are additional EU 
requirements for pediatric trials where results are due within six months 
of the end of trial date. Also, observational trials are processed through a 
completely different system.

Plain-Language Summaries (PLS)

Transition to the EU CTR

When the EU CTR goes into effect, there will be a three-year transition 
period where the Directive will be applicable concurrently with the EU 
CTR. In the first year, new clinical trial applications can be either be 
submitted under the old directive or the new regulation (via the CTIS). 
In the second and third years, all new initial clinical trial applications 
must be created via the CTIS. After three years, all clinical trial 
applications must switch to governance under the new regulation.

EMA Policy 0070  

In 2014, the EMA published Policy 0070, which covers 
documentation in addition to summary protocol and results 
for clinical trials that are made public at the time of product 
approval. This policy includes the full protocol and portions of 
the Clinical Study Report (CSR), as well as an anonymization 
report that is used when anonymizing or redacting individual 
patient data (IPD). Sponsors work with the EMA to agree on the 
parts of the documents that can be redacted for Personally 
Protected Data (PPD) and Commercially Confidential 
Information (CCI). 

The EMA paused processing Policy 0070 documentation as a 
result of Brexit, and was anticipated to resume processing 
these files.

The Current Regulatory EnvironmentThe Definitive Guide to 
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EU Clinical Trial Regulation compliance timeline

When Regulation 536/2014 goes into effect June 16, 2014, there will be a three-year transition period where Directive 
2001/20/ EC will be applicable concurrently with the CTR. In the first year, new CTAs can be either be submitted 
under the old directive to EudraCT, or under the new regulation, to the Clinical Trial Information System (CTIS). In the 
second and third years, all new initial CT applications must be created via the CT portal and database. After three 
years, all clinical trial applications for ongoing trials fall under the new regulation and must be available on the CTIS.

The Current Regulatory Environment

It is important to note that the new EU Clinical Trial Regulation (EU CTR) has similar requirements to Policy 0070, 
however the scope under the EU CTR includes all clinical trials conducted in the EU, not just those associated with a 
product approval.

Policy 0070

Medicinal 
product clinical 
studies covered

Publication 
channel Date it 
applies

Documents 
covered

Publication from October 2016

Centrally authorized products only Investigational medicinal products, regardless of whether 
they have a marketing authorisation

Clinical trials conducted in the EU and pediatric trials 
conducted outside the EU that are part of paediatric 
invetigation plans

Clinical studies submitted to the Agency in the 
context of MAA, Art 58 procedure, line extension or 
new indication, regardless of where the study was 
conducted

Clinical data (clinical overview, clinical summaries and 
clinical study reports) and the anonymisation report

All clinical trial-related information generated during 
the life cycle of a clinical trial (e.g., protocol, assessment 
and decision on trial conduct, summary of trial results 
including a lay summary, study reports, inspections, etc.)

Expected in 2021

Expected in 2021

Future EU portal and databaseEMA clinical data publication website

January 1, 2015 (MAA or Art 58 procedure) or  
July 1, 2015 (line extension or new indication)

Clinical Trial Regulation

Nov Dec
2020

Q1 Q1Q2 Q2Q3 Q4
2021

Preparation and Audit Phase Transition and 
Implementation Phase

2024

1M 1M3M 3M 6M 3Y

Directive on CT 
2001/20/EC no 
longer applicable

Independent 
audit 
completed

EU Commission notice 
published in Official 
Journal of the EU

Production 
version go-live

Independent 
audit commences

Audit endorsed 
by Board

Auditable version 
of the CT portal 
released for audit

Regulation 
536/2014 becomes 
applicable
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The Current Regulatory Environment

Brexit’s impact on trial applications

As of Jan. 1, 2021, the United Kingdom (UK) is no longer a member of the European Union. Clinical trials are 
impacted by this change in status for the UK.

Trials conducted in the EU must have a sponsor located within the EU or have legal representation within the EU by 
Jan. 1, 2021 for trials that are pending approval or ongoing. A major amendment must be submitted to the National 
Competent Authority(ies) to make this change.

UK Studies after Brexit

The Medicines and Healthcare products Regulatory Agency (MHRA) in the UK requires  studies conducted in the 
UK to be registered on a public registry and results submitted according the rules of that registry until it launches 
its own registry, which is expected in late 2021 or early 2022. For studies that fall under the EU Directive or the EU 
CTR, registration and results submitted to the EU are sufficient to meet this requirement. For studies not subject to 
EU requirements, any WHO Primary Registry can be used to meet this requirement. Many sponsors opt to disclose 
studies on ClinicalTrials.gov.

The impact of Brexit depends on what stage the application is in: in the midst of an initial clinical trial application, an 
ongoing trial, or during a Marketing Authorization Application (MAA).

Brexit
Trials Ending before Dec. 31, 2020 Trials Starting after Jan. 1, 2021
Trials with sites in the UK that have been registered on EudraCT Trials with sites in the UK starting on or after Jan. 1, 2021

The UK will recognize ethics and regulatory approvals for 
clinical trials that were granted through the current EU 
processes before Dec. 31, 2020.

Trials must be made public on a registry like ISRCTN or 
ClinicalTrials.gov

• We recommend CTgov as the global registry of choice. 
However, for trials involving both UK and EU sites a record 
will exist in the EU Clinical Trials Register (except for adult 
Phase 1 studies)

• UK ethics committees require registration of all approved 
trials on a publicly accessible database, though it is possible 
to request a deferral of study registration from the HRA 
(e.g., Phase 1 trials for commercial sensitivity)

• Results for all Phase 2 - 4 registered trials must be made 
public. Results for Phase 1 trials must be submitted to the 
MHRA.

It appears that the UK plans to implement a new trial registry 
by the end of 2021, around the go-live of the EU CTIS

If the UK Medicines & Healthcare Products Regulatory Agency 
(MHRA) is the Reference Member State (RMS) of an ongoing 
study, the sponsor must identify a different Concerned 
Member States (CMS).

Any trial with sites in the UK that completes before Jan. 1, 2021 
will have to report results on EU CTR in accordance with current 
EMA regulations.

Resources:

• MHRA have issued guidance on ‘Registering to make 
submissions to the MHRA‘ from Jan. 1, 2021

• MHRA information re registration of clinical trials, publishing 
trial results and future requirements from Jan. 1, 2021

• MRHA Webinars on preparing to make submissions from 
Jan. 1, 2021

• The IRAS platform will continue to be used for all 
submissions within the UK from January 2021.

01. 01.

02.

02.

03.

04.
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Other Global Registries

The WHO maintains a list of global clinical trial registries. No global standards exist for the scope and timing of 
these disparate disclosure requirements. As you can see by the following map, there are countries and regions with 
major registries across the globe:

Internationally, there are different remedies in place for noncompliance. The ICMJE can and will reject manuscripts 
while local IRB and ethics boards can also deny approvals if the trial is not registered.

The Current Regulatory Environment

Study locations and registries
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Compliance Challenges

“The smaller an organization is, the more likely there are compliance issues,” says Thomas Wicks, Informa 
Pharma Intelligence Chief Strategy Officer. “Mid-market and smaller companies are still struggling. There is a 
direct correlation between the size of a company’s trial portfolio, how compliant the company is with disclosure 
regulations and its willingness to evolve transparency commitments in line with industry trends, which is 
unfortunate. It seems that smaller companies often consider disclosure as something for which large pharma 
companies are scrutinized and that they might fly under the radar, but that is a miscalculation.” 

A few more factors compounding the challenges of disclosure compliance:

• The sheer volume of studies that must be disclosed

• No global standards for the scope, timing, and detail of trial data disclosure

• An average of two new trial registries are launched every year and growing regulatory requirements make 
transparency compliance a moving target

• Regulators, under growing political pressure to report noncompliance to oversight committees, are conducting 
an increasing number of inspections

• Mergers, acquisitions, collaborations and licensing agreements raise questions about whose responsibility it is 
to comply with disclosure regulations

• Few established disclosure benchmarks for managing process efficiency and measuring effectiveness
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A sponsor’s disclosure data is part of a larger ecosystem of information that is generated in various sources systems 
and documents, curated for publication on trial registries, and then reused for in a range of other applications.

By linking trial disclosure data to a corporate trial website, sponsors can ensure that visitors are viewing the 
most up-to-date information, allowing patients to find trials that they might consider joining, including relevant 
information such as recruitment status, inclusion/exclusion criteria and study results. Nonproprietary trial data 
also can be made available to other researchers upon request, furthering corporate commitments to data sharing 
and transparency. Likewise, trial data can be shared with select recruitment partners, in lieu of them turning to 
ClinicalTrials.gov for incomplete or inaccurate information, to expedite the recruitment process.

Software accessing data stored in a secure cloud environment centralizes, structures and activates clinical trial 
information for use across the organization and at every stage of a study.

Giving Your Data Superpowers 
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Disclosure Technologies 

Many sponsors manage clinical trial disclosure with software designed specifically for that purpose. These systems 
are available in two configurations: software that is installed and operated in-house and software as a service 
(SaaS), a licensed format that eliminates the costs associated with software purchase and ongoing maintenance.

Regardless of which type of system you prefer, here are several features you should look for in a disclosure 
management system:

Seamless integration – works with 
organization’s CTMS, CDMS (typically SaaS) 
and other sources of clinical trial information 
as needed since manual data entry is time-
consuming and prone to error 

Automated, configurable workflows – to 
manage tasks and compliance processes 
reliably and efficiently 

Collaborative authoring – authors, reviewers 
and approvers should be able to work on a 
document simultaneously, from different 
departments and geographical locations

Data reuse – repurposing data across trial 
registries and websites

Built-in global guidelines – eliminating need 
to stay on top of changing requirements 
through integrated regulatory intelligence, 
auto-assessing the disclosure requirements

Proper formatting - submissions formatted 
to the requirements of the trial registries 

Integrated PRS reviewer QC comments – 
without having to access the PRS system 

Role-based UX – simplified for reviewers 
and approvers to streamline workflow

Benchmark reports – compare KPIs such 
as compliance assessments, QC comment 
cycles, watchdog listings, process efficiencies 
and more against industry 

User community – members share insights 
and best practices, provide input to guide 
new products 

Compliance alerts – monitors key 
compliance milestones & generates 
reminders to ensure deadlines are met

Flexibility – ability to add/change fields as 
regulatory requirements evolve

Version control – ability to compare 
versions side by side

End-to-end management – covers the 
entire lifecycle of the disclosure process

Report generation – generate and schedule 
recurring reports to easily share with 
executives and other stakeholders

Audit readiness – system should conform to  
21 CFR Part 11/Annex 11 requirements

Scalability – to accommodate the 
organization’s changing needs
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DIY systems

Thinking about building an internal disclosure management system? Factor in the time and costs of the initial build 
as well as ongoing updates.

Documentation and Quality

Virtually all sponsors accept that trial transparency systems fall under the requirements of 21 CFR Part 11 in the 
US and the Annex 11 in the EU, because disclosure is a regulatory requirement and subject to agency inspections. 
This means development and maintenance of the systems used to manage disclosure require the documentation 
of validated applications and the software must have the necessary processes and systems in place to pass a 
customer audit or agency inspection.

Computer System Validation

Homegrown or custom-developed systems are validated as a GAMP Category 5 application, 
which means, even with a risk-based approach, more extensive tests are required for 
performance qualification (PQ). Additionally, the sponsor team must execute the 
installation qualification (IQ ) and operational qualification (OQ) for the initial 
implementation and subsequent upgrades.

When evaluating total cost of ownership, sponsors must 
consider these critical components as part of their 
assessment as well as the ongoing costs of operation. 
Initial costs of developing a system represent 
the beginning of a long-term investment in 
time, money and resources.
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Conclusion 

Clinical trial transparency is a topic gaining exposure, particularly 
in the wake of the coronavirus pandemic. Transparency has a 
strategic impact on an organization, spanning multiple operational 
areas. Forward-thinking sponsors see transparency not merely 
as a regulatory requirement but as a strategic advantage. As trial 
disclosure regulations continue to evolve, sponsors must maintain 
an awareness and understanding of current and emerging 
requirements. They also must appreciate the public’s need for 
access to clinical trial information.

1 https://news.gallup.com/poll/319256/farming-rises-
sports-tumbles-industry-ratings.aspx

2 https://www.fiercebiotech.com/biotech/u-k-patient-
groups-demand-action-trial-data-nondisclosure-as-
politicians-ramp-up-pressure 

3 https://www.transparimed.org/single-
post/2018/08/28/ti-cochrane-and-transparimed-
prompt-medical-research-funders-on-transparency
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