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Disclaimer

▪ Speaker is not representing the U.S. Food and Drug Administration (FDA). 
▪ Views expressed here are based on publicly available information and 

speaker’s experience working at FDA for over a decade.
▪ Sponsors should seek advice from the FDA on current views related to the 

topics discussed in this presentation.
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Defining Representativeness – 
“in the eye of the beholder” or precise science

▪ Goals of clinical research- generate evidence that informs the safe and 
effective use of medical products
▪ Collect data in a clinical trial that is samples of intended use population
▪ Sample should be selected in an unbiased fashion to support extrapolation of 

findings to the broader population with the condition
▪ Regulatory approval determines whether the benefit-risk is favorable in the 

study sampled group 

▪ Central questions for discussion- 
▪ do the outcomes in the sampled group reasonably predict real world outcomes? 
▪ who is responsible for answering this question, by what measures, and when? 
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July 2025 ODAC for Belantamab mafodotin in multiple 
myeloma- Spotlight on Dosing & Representativeness
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Outline

▪ Overview of context for representative research 
▪ Policy addressing representativeness in clinical trials
▪ Opportunities to improve approach to global clinical development
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▪ Trials West to East- US and 
Europe are center of drug 
development

▪ In US, government- 
sponsored trials prevail 

▪ “Bridging studies” required 
to support local approval in 
Asia

▪ Study  “representativeness” 
not present in US regulation

▪ International harmonization 
efforts- largely focused on  
regional rather than local 
issues

▪ Shift of drug development – 
East to West- Asia, especially 
China, increasingly major 
players in advancing 
pharmaceutical innovation

▪ Regulatory reforms in East set 
up more predictable, reliable 
environment for research at 
high speed, lower cost

▪ Increasing role of private 
industry, including biotech in 
driving innovation; 

▪ In US, government funded 
research not keeping pace with 
scale/speed of innovation

Shifting Patterns in Drug Development 
Discovery, Innovation, Investment, Regulatory Reforms
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Historical Data Expectations US FDA & Japan

▪ FDA and Japan- Adopted endorse ICH guidelines E5(R1) ethnic Factors 
(1998) and E17 multiregional clinical trials (2018)

▪ FDA- Section 21 CFR 314.106(b) outlines three requirements for use of foreign 
data as the sole basis for marketing approval:

▪ The foreign data are applicable to the U.S. population and U.S. medical practice 
▪ The studies have been performed by clinical investigators of recognized competence 
▪ FDA can validate the data through an onsite inspection or other appropriate means

▪ PMDA – Foreign data must be shown to be applicable to the Japanese population 
by: 

▪ Demonstrating drug’s metabolism & PK not affected by ethnicity
▪ A “bridging study” in Japanese patients to support extrapolation to the Japanese population 
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Japan’s New Flexibilities to Improve Access to 
Innovative Therapies

▪ Reforms to address
▪  “drug loss” -  applications never submitted to Japan (economic and 

regulatory hurdles) 
▪ “drug lag”  - submissions for approval in other regions prioritized over 

Japan

▪ New guideline in 2023- 
▪ Less strict requirements to assess safety/PK studies in Japanese patients 

before allowing them access to global Phase 2/3 trials
▪ Less strict requirements to conduct bridging studies- Case-by case 

assessment  

Fukuhara K, Shimizu T, Yamamoto J, et al. New Horizon in Clinical Development Strategy in Japan Based on New Guideline on Japanese Phase 1 
Studies Prior to Multi-Regional Clinical Trials. Clin Transl Sci. 2025 May;18(5):e70257. 12



Representativeness in Clinical Trials 
of FDA Approved NMEs (2011-2019)

Fashoyin-Aje L, Beaver JA, Pazdur R. Promoting Inclusion of Members of 
Racial and Ethnic Minority Groups in Cancer Drug Development. JAMA 
Oncol. 2021;7(10):1445–1446. 
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FDA- Initiatives to Improve Representativeness in 
Cancer Trials

▪ Regulatory Science & Policy Initiatives, Advice to Sponsors, 
Stakeholder Engagement
▪ Clinical characteristics
▪ Demographic characteristics
▪ Treatment landscape/Standard of care
▪ Geographic considerations

▪ Recommend- multiregional clinical development programs
▪ “Adequate” representativeness of US population
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FDA Policy to Address Demographics in Clinical Trials

• FDA Oncology Project Equity- draft guidance: Diversity Plans to 
Improve Enrollment of Underrepresented Populations in Clinical Trials 
(April 2022)1

• Food and Drug Omnibus Reform Act (FDORA; Dec 2022)– Section 3601 
of FDORA requires that sponsors submit a
• Diversity Action Plan for a Phase III study or other pivotal study 

• Sponsor’s goals for enrollment in the clinical study– Disaggregated by age, sex, race, and 
ethnicity

• Sponsor’s rationale for such goals
• Explanation of how the sponsor intends to meet such goals

• FDA draft guidance – Diversity Action Plans to Improve Enrollment of 
Participants from Underrepresented Populations in Clinical Trials (June 2024)

Fashoyin-Aje L, Boehmer J, Antony R, et al. Project Equity - Diversity Plans – Oncology (2023). Accessed Feb 4, 2026.  15

https://www.fda.gov/media/174160/download?attachment
https://www.fda.gov/media/174160/download?attachment
https://www.fda.gov/media/174160/download?attachment
https://www.fda.gov/media/174160/download?attachment
https://www.fda.gov/media/174160/download?attachment


Multi-Regional Clinical Development for Oncology 
Products

Strengths of trials conducted in multiple countries, geographical regions, 
or regulatory regions –
▪ Rapid accrual 
▪ Generation of evidence to support use of the drug in multiple regions 
▪ Identification of factors that may predict regional difference 
▪ Improve the ability to conduct trials in rare diseases 
▪ Promote clinical development efficiencies

ICH E17 General Principles for Planning and Design of Multiregional Clinical Trials 

“Sponsors planning a MRCT intended to support approval of an 
oncologic drug should plan to enroll a sufficient number of U.S. 
participants in the trial to help ensure that the evidence generated 
supports a robust assessment of the safety and effectiveness of the 
drug in U.S. patients with the disease and in the context of U.S. 
standard of care practices and treatments”
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Fashoyin-Aje L, Tendler C, Lavery B, et al. Driving Diversity and Inclusion in Cancer 
Drug Development. Clin Cancer Res. 2023 Sep 15;29(18):3566-3572.

▪ Plan for improvement, not perfection!

▪ Goal is to generate evidence to support - 
▪ Regulatory decision-making
▪ Clinical use in broad population
▪ Positive payor decisions

Strategizing for Success- Multi -
Stakeholder Perspectives
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Implications of Limited Representativeness

Limited or lack of data to characterize effects in representative sample of patients 
according to local medical practice standards can result in: 
▪ Regulatory

▪ Restricted labeling 
▪ Costly post marketing requirements/commitments studies
▪ Non approval, requirement to conduct new studies

▪ Practice of Medicine
▪ Lack of access for subgroups that could potentially benefit
▪ Uncertainty regarding best use within treatment landscape
▪ Adverse outcomes in some real-world patients (e.g., comorbidities, weight, age, sex)

▪ Societal
▪ Limited opportunities to leverage technological advancements (e.g., databases that inform 

AI/ML algorithms)
▪ Limited reliability of assumptions about value of novel therapies 
▪ Decreased trust in system 
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Conclusions

▪ Global multi-regional clinical development programs have the potential to:
▪ Facilitate expedited global access to innovative therapies
▪ Improve the generalizability of data

▪ To maximize efficiency and broaden access post approval, strategic planning 
& implementation needed
▪ continually consider critical factors that impact extrapolation of results

▪ Evidence generation strategy that prioritizes the end user has the potential to: 
▪ Improve safe and effective use of product in real world setting
▪ Decrease need for post-approval studies to satisfy regulatory and/or payor evidence  
▪ Maximize product use once approved, supporting product commercial goals
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THANK YOU

Contact at: LolaFashoyinAje1@gmail.com or
LinkedIn
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