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Introduction  

Clinical Trial Disclosure (CTD) 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. 

 

CTD is a compliance requirement mandated by various national laws and policies, and is at the 

heart of a paradigm shift towards greater trial transparency. 

CTD consists of registering protocol-related information and posting clinical trial study results on 

publicly-accessible databases. By disclosing information, sponsors provide a record of a study’s 

design, objectives, and results, and demonstrate scientific integrity to regulators, scientific 

journals, and trial participants. 

Trial disclosure requirements exist for most trials in patients. 

 

The US and EU governments maintain registries where protocol information is submitted, 

maintained, and updated from a study’s initial approval through study completion. 

Many other countries maintain local registries, requiring oversight for ensuring global 

harmonization and compliance. 

 

The introduction of data sharing and anonymization, now becoming a focus of scientific journals, 

patient advocacy groups, and other organizations, further broadens the transparency landscape, 

and reinforces the need for sponsors to proactively implement transparency policies. 

 

Beyond the US and EU, there are over 100 databases globally and growing.  

Each new database requires planning for submission timelines and global harmonization with 

content disclosed on ClinicalTrials.gov and other registries. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

https://www.clinicaltrials.gov/


A bit of history 

The CTD landscape has evolved over the past decade, with further expansion anticipated in the coming years. 

Central to CTD requirements are clinical trial registries and results databases, which aim to promote public health 
and safety by reporting trial information and basic results to publicly available websites.  

 

 
 

ClinicalTrials.gov in the US and EudraCT in the EU are at the vanguard of established registries and among the most 
recognized clinical trial databases in the world.  

 

Established in 2000, ClinicalTrials.gov began as a registry of trial information for both federally and privately funded 
trials of investigational drugs. The FDA Amendments Act of 2007 expanded legal requirements for registration and 
results reporting, and further expanded in 2017 under 42 CFR Part 111,2.  

 

 
 

European regulations, first established under Directive 2001/20/EC and followed by Article 57 of EC No 726/2004 
and Article 45 of Pediatric Regulation No 1901/2007, require trial registration and results reporting through EudraCT. 
The EU Clinical Trials Register (ClinicalTrialsRegister.eu) launched in 2014 as the public access point to the EudraCT 
database. 
  

https://www.clinicaltrials.gov/
https://www.clinicaltrialsregister.eu/ctr-search/search/
https://www.clinicaltrials.gov/
https://www.clinicaltrialsregister.eu/ctr-search/search/
https://www.clinicaltrialsregister.eu/ctr-search/search/


Current Regulatory Environment: 
The PHUSE Global Health Data Science Community offers a comprehensive regulatory overview.Central to CTD 
requirements are clinical trial registries and results databases, which aim to promote public health and safety by 
reporting trial information and basic results to publicly available websites.  

 

US environment: 
 

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. 

 

 
 

Trail Registration 
 

The US requires summary trial results for ACTs to be submitted to ClinicalTrials.gov not later than 12 months after 
the 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. 

 

https://phuse.s3.eu-central-1.amazonaws.com/Deliverables/Data+Transparency/Global+View+of+Clinical+Trial+Transparency+and+Disclosure+Events+for+a+Single+Study+and+Product+Submissions.pdf
https://www.clinicaltrials.gov/
https://www.clinicaltrials.gov/


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 nonmonetary 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. 

 

 regulations, first established under Directive 2001/20/EC and followed by Article 57 of EC No 726/2004 and Article 
45 of Pediatric Regulation No 1901/2007, require trial registration and results reporting through EudraCT. The EU 
Clinical Trials Register (ClinicalTrialsRegister.eu) launched in 2014 as the public access point to the EudraCT 
database. 

 

EU environment: 

 
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. 

 

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 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. 

https://www.clinicaltrialsregister.eu/ctr-search/search/
https://www.clinicaltrialsregister.eu/ctr-search/search/
https://www.clinicaltrialsregister.eu/ctr-search/search/
https://www.clinicaltrialsregister.eu/ctr-search/search/


 

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

 
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). 

 

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

 
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. 

 

 

• 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. 

 
• In ClinicalTrials.gov, sponsors can submit updates to the protocol and 

results data that are made public, but there is no direct analogy in Europe. 
 

• The European Clinical Trials Database (EudraCT) is a system designed for 
European regulators to communicate among themselves. 
 

 

 
 

https://www.clinicaltrialsregister.eu/ctr-search/search/


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 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. 

 

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. 

 

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. 

 

 
 

 

 

 

 

 



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 to 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). 

 

Summary tables: 

 
 

 

 

 

https://www.clinicaltrials.gov/


 

 

 

 

 
 

Market Drivers for Disclosure: 
 

Because of the evolving global disclosure landscape and proliferation of new registries, the best-positioned sponsors 
incorporate active disclosure surveillance and submission coordination in their processes within the transparency 
lifecycle and clinical trial timelines. 



 

 

 

 

 

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. 

 

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. 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. 

 

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. Similarly, advocacy organizations 
have contacted noncommercial medical research funders to implement transparency best practices across their 
portfolios. 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. 

 

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.  

 

 

 

 

Policy must clearly define 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. 

https://www.alltrials.net/
http://eu.trialstracker.net/
https://www.clinicaltrialsregister.eu/
http://fdaaa.trialstracker.net/
https://www.clinicaltrials.gov/


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. 

 

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.  

 

 

 
 

Commitments by Industry Associations: 
 

Pharmaceutical industry associations expect transparency commitments from their members. 

 



 
 

Other Requirements : 
 

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

 

ICMJE: 

 

 

http://www.icmje.org/about-icmje/faqs/clinical-trials-registration/


 

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. 

 

 

 
 
 

http://www.icmje.org/about-icmje/faqs/clinical-trials-registration/
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