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Reminder of the importance of Clinical Trial 
Transparency & Drug Approval









• More awareness for Publication Bias

• Shedding Light on Regulatory Uncertainty

Implications
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How many of those 
main studies are 

reproduced when 
re-analyzed by 
independent 
researchers?



Email Communication with EMA Staff October 2021



Our approach

•Main studies in EMA Approvals from 2017 – 
2019 

•Asked for 62 trial datasets 



Our approach

•Pivotal Trials in EMA Approvals from 2017 – 
2019 

•Asked for 62 trial datasets 

•All endpoints in trials were reproduced



BUT

we received only
10 out of the 62 

datasets requested
by the 

pharmaceutical 
sponsors



Reasons for not sharing (n = 52)

•  Restriction due to study status (n = 13)

•  Confidentiality (n = 9)
•  Doubt of scientific merit (n = 9)

•  No explicit reason (n = 5)

•  No response (n = 4)
•  Complexity of the original study (n = 3)

•  No data sharing initiative (n = 3)

•  Data Sharing policy does not extent to data 

sharing (n = 2)
•  Inability to request data (n = 2)

•  Patient informed consent (n = 1)

•  Risk of re-identification of patients (n = 1)



What did we learn?

• Data sharing & Clinical Trial Transparency was low 

• Scientific merit should not be determined by 
Pharmaceutical companies

• Independent verification of strength of evidence 
behind approvals complicated



What was my biggest takeaway from this study ?

• Main Studies with unmet primary endpoints

• Observational Studies serve as Main Studies



1 in 10 drug approvals contained a 
trial with a failed primary endpoint



•Main goals: 

1/ Strength of Evidence of Approvals

2/ Clinical Trial Failure

Under Review 

EMA Approvals from 2020-2023



•232 drugs were approved by the EMA for 
281 indications

•46 products (19.8%) were approved via a 
special regulatory program, most 
commonly Conditional Approval

EMA Approvals from 2020-2023



• 60% (140/232) of approvals were 
based on one single pivotal trial

• 22 approvals (10%) were supported 
by at least one main study in which 
one primary endpoint has not been 

met
•  For 7 of these (31.8%), the failed trial 

was the sole main study

10%

93%

60%

40
%

EMA Approvals from 2020-2023



• Substantial variability in the design and evidentiary 
strength of main studies supporting EMA approvals 

• A failed clinical trial does not necessarily mean the drug 
itself has failed

• Unmet clinical need remains an important consideration

Implications
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How to overcome these uncertainties

1. Actions by the Regulatory Agency



Postmarketing Requirements

The FDA has been granted authority to require postmarketing 
studies under four statutes: 

1. Accelerated Approval pathway (1992)

2. Animal Efficacy Rule (2002)

3. Pediatric Research Equity Act (2003)

4. FDA Amendments Act (2007) 



Section 505(o)(3) of the Act authorizes FDA to require postmarketing 
studies or clinical trials at the time of approval or after approval if FDA 

becomes aware of new safety information

FDAAA PMRs



GLP-1 agonists have been 
associated with thyroid tumors

Section 505(o)(3) of the Act authorizes FDA to require postmarketing 
studies or clinical trials at the time of approval or after approval if FDA 

becomes aware of new safety information

FDAAA PMRs



Registry-based case series of at least 
15 years duration to systematically 

monitor the annual incidence of 
thyroid carcinoma in the United 

States

GLP-1 agonists have been 
associated with thyroid tumors

Section 505(o)(3) of the Act authorizes FDA to require postmarketing 
studies or clinical trials at the time of approval or after approval if FDA 

becomes aware of new safety information

FDAAA PMRs



Despite governmental 
oversight, issues with 

compliance

2016 HHS Office of Inspector 
General Report



•  Focusing on postmarketing requirements issued under FDAAA 
505(o)(3)

• Main goals:
• Tracking status of fulfillment
• Timeliness of completion

Under Review 

Objective



Completion status

 

Requirements

due by Dec 31, 

2024

Requirements

completed

470 345 (73.4%)

Sample of 420 drugsSample of 420 drugs approved by the FDA 2016-2024



Completion status

 

Requirements

due by Dec 31, 

2024

Requirements

completed

Requirements

completed on time

470 345 (73.4%) 157 (33.4%)

Sample of 420 drugsSample of 420 drugs approved by the FDA 2016-2024



Implications

• Postmarketing Requirements are critical to ensure continued 
efficacy and safety evaluation

• Delays are common, underscoring the need for stronger oversight 
and timely study conduct and reporting
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Cell and Gene Therapy

 
• Approvals in the U.S.: 38 

• Approvals in Europe: 19
(on the market, November 2025)

• Costly : up to $3.5 million, e.g. Hemgenix
(genetic blood-clotting disorder haemophilia B)



Cell and Gene Therapy

 • High risk, high gain therapeutics

➢ Uncertainty at time of approval
➢ Many single arm trials
➢ Open label trials
➢ Come at high cost

• However: potential to transform conditions once fatal into 
manageable or resolved ones



Conclusion
•  Cell and Gene Therapies promise transformative, often one-time 

treatments

• Clinical relevance of results reported up to 20 years post-approval 
is uncertain

• Each therapy can cost several million dollars per patient, yet long-
term benefit–risk profiles are still being defined
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How to overcome these uncertainties

1. Actions by the Regulatory Agency

2. Self initiated actions /Web tools/Policy work



• Overlapping research efforts

• Recurring issues but few solutions

• No innovation and no incentives in regulatory science

Why is this important?







The Lever June 5 , 2025
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• Awareness of regulatory and evidentiary issues, not only the 
scientific community but also for patients and the public

• Greater commitment to Open Science, also to avoid redundancy 

• Discussions should remain science-driven, not driven by 
sensation or hype

Importance of web tools
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Conclusion
• The strength of evidence supporting drug approval 

varies considerably

• Regulatory oversight and compliance are not always 
assured

•Greater awareness and public accountability are 
essential



What we need!

More and better 
research in 

Germany 

(going beyond US 
Focus)

Bigger focus on 
innovative and 

next-generation 
therapeutics

Active Monitoring of 
Therapeutics and 

Postapproval 
Requirements via 

Dashboards



Thank You
Maximilian_siebert@hms.harvard.edu  
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