
Centralized EU System Decentralized U.S. System

Consistency and Transparency: The EU’s centralized approach,
managed through the Clinical Trials Information System (CTIS),

ensures uniform application of regulations across member states.
This fosters greater transparency and facilitates multi-country

collaboration.

Flexibility and Localized Oversight: The U.S. system relies on
Institutional Review Boards, allowing localized decision-making

tailored to specific institutions or regions. This flexibility can
accommodate diverse research contexts.

Stringent Compliance: Centralized oversight demands strict
adherence to harmonized protocols, which can streamline the
approval process but may increase bureaucratic hurdles for

researchers.

Variability in Oversight: Decentralized oversight can lead to
inconsistent ethical standards, as IRBs may interpret regulations

differently, potentially compromising participant protection in
certain settings.

Participant Protection: The unified framework prioritizes
participant safety and ethical rigour, minimizing discrepancies

across trials.

Potential Disparities: The decentralized model may create
disparities in participant protection, depending on the IRB’s

experience and interpretation of ethical guidelines.

Efficiency in Multi-Country Trials: The centralized system simplifies
cross-border trials, making the EU an attractive environment for

multinational research.

Challenges in Multi-Site Trials: Coordinating multiple IRBs can
complicate multi-site trials, leading to delays and inefficiencies.

Case Olainfarm AS v. Latvia) Grimes v. Kennedy Krieger Institute

Regulatory
Context:

The centralized EU framework under the Clinical Trials
Regulation enforced harmonized standards to protect

participants, emphasizing transparency and compliance.

The decentralized U.S. system, reliant on Institutional Review
Boards, led to variability in ethical oversight, exposing

vulnerabilities in participant protection.

Informed
Consent

Inadequate informed consent processes failed to provide
participants with a full understanding of trial risks and

benefits, violating EU ethical standards.

Consent processes did not account for the non-therapeutic
nature of the study, where children were exposed to

potential harm without direct benefit.

Monitoring and
Oversight

Centralized monitoring ensured that violations were
identified and addressed, showcasing the strength of EU

systems in enforcing compliance.

Weak IRB oversight failed to prevent ethical lapses,
highlighting inconsistencies in decentralized frameworks

Participant
Welfare

Violations primarily stemmed from procedural
inadequacies rather than deliberate harm

The study exposed participants (children) to environmental
risks, prioritizing data collection over safety
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ETHICAL AND LEGAL CONSIDERATIONS IN CLINICAL TRIAL DESIGN

INTRODUCTION

The ethical and legal framework for clinical trials in the European Union
ensures research aligns with moral obligations and regulatory
standards. These frameworks are shaped by key regulations, such as
the EU Clinical Trials Regulation, and influential ethical guidelines,
including the Declaration of Helsinki and the European Medicines
Agency Good Clinical Practice standards

OBJECTIVE
To analyse the ethical and legal frameworks shaping clinical trial
designs, focusing on:

The European Union’s centralized regulatory approach and its
emphasis on participant safety, informed consent, and transparency.

1.

Comparative insights into the U.S. decentralized system, highlighting
strengths and weaknesses in ethical oversight.

2.

Key ethical challenges in trial designs, including RCTs, adaptive
trials, and pragmatic trials, to identify strategies for maintaining
ethical integrity while advancing innovation.

3.

Practical lessons from landmark legal cases (Grimes v. Kennedy
Krieger Institute and Olainfarm AS v. Latvia) to understand the
evolving application of ethical and legal standards in clinical
research.

4.

METHODOLOGY
1. Literature Review

Reviewed ethical and legal guidelines, including the EU Clinical Trials
Regulation, the WMA Declaration of Helsinki, and the European
Medicines Agency's Good Clinical Practice guidelines.

2. Framework Analysis
Examined bioethical principles (respect for autonomy, beneficence, non-
maleficence, and distributive justice) to assess their application in clinical
trial designs.

3. Comparative Analysis
Compared the EU’s centralized regulatory system via the Clinical Trials
Information System with the U.S.’s decentralized approach overseen by
Institutional Review Boards (IRBs).

4. Case Study Evaluation
Analyzed landmark cases (Olainfarm AS v. Latvia in the EU and Grimes v.
Kennedy Krieger Institute in the U.S.) to explore practical applications
and interpretations of ethical and legal standards.

C O M P A R I S O N  O F  R E G U L A T O R Y  A P P R O A C H E S

L A N D M A R K  C A S E S

Ensure participants fully understand the

purpose, risks, and benefits of a trial,

particularly in adaptive and non-therapeutic

designs.

Develop clear and flexible consent processes

to address the complexities of evolving

protocols in adaptive trials.

Strengthening
Informed Consent:

CONCLUSIONS: 

Centralized frameworks like the EU system

offer consistent safeguards but require

streamlined processes to avoid bureaucratic

delays.

Decentralized systems, such as in the U.S.,

must adopt standardized oversight

practices to mitigate variability and ensure

equal participant protections.

Improving Participant
Protection

Foster international alignment of ethical and legal standards to support cross-border trials

while maintaining high participant protection standards.

Promote dialogue between regulatory bodies to harmonize practices and address shared

challenges in innovative trial designs.

Enhancing Regulatory Collaboration:

 RCT: Balance equipoise with participant welfare, ensuring placebos do not compromise access to life-saving treatments.

Observational Studies: Prioritize privacy and minimize bias to ensure valid and ethically sound findings.

Case-Control Studies: Mitigate recall bias and secure retrospective consent to uphold participant autonomy.

Cross-Sectional Studies: Avoid overinterpreting correlations and maintain accuracy in self-reported data.

Non-Inferiority Trials: Define clinically meaningful margins to protect participants from suboptimal treatments.

Superiority Trials: Ensure fairness by minimizing harm to participants in less effective comparison groups.

Adaptive Trials: Clearly communicate evolving protocols to maintain informed consent and participant trust.

Pragmatic Trials: Distinguish research from routine care to prevent ethical ambiguities in real-world settings.

IMPLICATION FOR CLINICAL TRIAL DESIGN
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RESULTS/FINDINGS
Olainfarm AS v. Latvia demonstrates the importance of enforcing
harmonized standards in multi-country trials.

Grimes v. Kennedy Krieger Institute highlights the critical need for
prioritizing participant welfare, even in observational or non-therapeutic
research.

Centralized systems (EU) provide more consistent protections but can
be rigid and demanding for researchers.

Decentralized systems (USA) offer flexibility but risk uneven ethical
enforcement and weaker participant safeguards.
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