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Outline

• A brief introduction to ACT-EU & Methodology priorities

• Randomisation: An example outside of oncology

• Single arm trials & external data in regulatory evaluation

• Key take aways & expected next steps 



Need for more impactful multi-state trials to 
drive decision-making 

Need for an overarching strategy to 
bring stakeholders together

Multiple actors requiring clear 
roles and responsibilities

Need to leverage the EU’s strong 
healthcare and research infrastructure

ACT EU visionChallenges

Accelerating Clinical Trials in the EU (ACT EU)

A multi-stakeholder 
approach for 

progress in clinical 
trials 

EU as an attractive region for 
clinical research

Larger and more impactful CTs, 
with seamless coordination 
among regulators and 
stakeholders

Smart CTs through 
regulatory, technological 
and process innovation

Empowering, engaging and supporting 
stakeholders



Clinical trial methodologies

• Aligned clinical trial guidance development across the EU 

network & drug life cycle.

• Bring together key decision makers during the clinical trial life 

cycle (including MWP, CTCG, HTA).

• Help stakeholders navigate the EU clinical trial guidance 

landscape.

• Dedicated workshops on topics of interest: External controls, 

Platform trials & Bayesian statistics first priorities.

4

Delivered in 2024

Q2-Q4 
2024

Coordination of guidance between 
MWP, CTCG and HTA coordination group 
established

Q2-Q4 
2024

Ongoing activities on best practice on 
guidance development



An example outside of oncology.
Approval under exceptional circumstances (Qalsody)



An example outside of oncology.

• ALS is a rare disease with extremely poor 

prognosis and substantial suffering.

• No effective treatments exist (beyond riluzole,…...) 

for most patients.

• In contrast to other settings: randomisation is the 

standard.

• Randomisation essential for interpretation.



Single arm trials & external data in regulatory evaluation

Abecma original CMA

CAR- T cell therapy in patients with relapsed and refractory multiple myeloma. 

Adult patients with relapsed and refractory multiple myeloma who have 
received at least three (two) prior therapies, including an immunomodulatory 
agent, a proteasome inhibitor and an anti-CD38 antibody and have 
demonstrated disease progression on the last therapy.



Single arm trials & external data in regulatory evaluation

Abecma original CMA

Open-label single-arm Phase 2 study.

Primary objective to evaluate efficacy, defined as ORR of ide-cel in subjects with RRMM.

Alternative hypothesis: ORR is > 50%, with a target ORR of 70%.

Total enrolled: 140

Ide-cell treated: 128



Single arm trials & external data in regulatory evaluation

• Treatment effect needs to be isolated in a single arm trial -> ORR

• Treatment impact on PFS, OS and HRQoL cannot be reliably estimated in SAT’s

• Surrogacy of ORR for PFS or OS in a strict is not generally available or assumed



Single arm trials & external data in regulatory evaluation

Real World Data study added to submission package (CMA)

Leading to 190 matched subjects

Primary endpoint ORR (at least PR), Secondary included DoR, PFS and OS



Single arm trials & external data in regulatory evaluation



Single arm trials & external data in regulatory evaluation

• Most common augmentation of clinical evidence in these settings.

• Not by design and not prospectively planned: 

Not an external control arm or externally controlled trial

• Even with well-established and well-applied methodology, residual bias difficult to 

assess.

• Difficult to consider confirmatory (hypothesis testing misplaced).

• CMA decision driven by SAT & external data comparisons not in original label.



Single arm trials & external data in regulatory evaluation

Prospective designs with external control arms

Exp
Matched 

control

Non-randomised control

Exp
Matched 

control

Control Hybrid design

Randomised

              Prospective  cohortExp Con
Trials Within Cohorts 

Random selection

Indirect comparisons:
• Important in the drug life cycle (HTA,..).
• At core of innovative proposals.

Randomised comparison anchor to control bias.



Single arm trials & external data in regulatory evaluation

Abecma full MA: KarMMa-3 trial

Phase 3 Multicenter, Randomized, Open-Label Study of BB2121 Versus Standard Regimens 

In Subjects With Relapsed And Refractory Multiple Myeloma (RRMM) (2:1 ratio).

Primary endpoint: PFS by IRC assessment.

Key secondary: ORR and OS

Numbers of subjects: 254 and 132 per group randomised (ITT)



Single arm trials & external data in regulatory evaluation

Abecma full MA: KarMMa-3 trial



Key take aways & next steps

Increase value of external data by prospective design.

• Distinguish true external control arms from use of external 

data.

Randomisation (even with small sample size) early in development 

may improve time to patients.

• Providing anchor for essential indirect comparisons.

Regulatory & ACT EU to engage with stakeholders on external control 

and Bayesian statistics.


	Slide 1: ACT EU - Clinical Trial Methodology Randomisation and the role of external data
	Slide 2: Outline
	Slide 3: Accelerating Clinical Trials in the EU (ACT EU)
	Slide 4: Clinical trial methodologies
	Slide 5: An example outside of oncology.
	Slide 6: An example outside of oncology.
	Slide 7: Single arm trials & external data in regulatory evaluation
	Slide 8: Single arm trials & external data in regulatory evaluation
	Slide 9: Single arm trials & external data in regulatory evaluation
	Slide 10: Single arm trials & external data in regulatory evaluation
	Slide 11: Single arm trials & external data in regulatory evaluation
	Slide 12: Single arm trials & external data in regulatory evaluation
	Slide 13: Single arm trials & external data in regulatory evaluation
	Slide 14: Single arm trials & external data in regulatory evaluation
	Slide 15: Single arm trials & external data in regulatory evaluation
	Slide 16: Key take aways & next steps

