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Historical Cancer Drug Development Paradigm 

▪ Accelerated Approval in relapsed/refractory setting

▪ Reliance on single arm trials and response rate

▪ limited safety data 

▪ Confirmation of clinical benefit 

▪ Different (earlier) treatment setting

▪ Restrictive eligibility criteria
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OCE Project FrontRunner

Purpose- improve outcomes for more patients with cancer through 
us of AA in upfront setting: 

▪ engage stakeholders to develop a framework for use in oncology drug 
development

▪ refine framework in specific disease settings through symposia, workshops, 
publications, etc., 

https://www.fda.gov/about-fda/oncology-center-excellence/project-frontrunner

Purpose- improve outcomes for more patients with cancer 
through us of accelerated approval in upfront setting: 

▪ engage stakeholders to develop a framework for use in 
oncology drug development

▪ discuss the application of this framework in specific 
disease settings
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Describes trial design and analysis 

considerations for accelerated approval (AA) 

in oncology

▪ Common pitfalls of historical approach

▪ Over reliance on single arm trials

▪ Few trials of novel drugs in early line settings

▪ Delays in initiating confirmatory trials

▪ Use of randomized vs single arm trials for AA

▪ Emphasis on early comprehensive plan to ensure timely 

verification of clinical benefit

FDA Draft Guidance for industry (2023); https://www.fda.gov/media/166431/download
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Project FrontRunner Main Considerations for Accelerated Approval

N Engl J Med. 2022 Oct 20;387(16):1439-1442.

▪ Trial setting: 1L or 2L vs. refractory

▪ Trial design

▪ Randomized controlled trial (RCT) vs. single arm trial

▪ If RCT: 

▪ two separate trials  (most common approach to date)

▪ “one trial” approach with interim analysis for AA
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Sequential approach for accelerated approval- two concurrent studies

Metastatic MSI-High colorectal cancer-

▪ 2015: Preliminary evidence of efficacy in refractory MSI-H mCRC 

▪ 2015: KEYNOTE-177 initiated– RCT of pembrolizumab vs chemotherapy 1L setting

▪ 2017: AA granted for 3L mCRC, based on analysis of ORR and DoR from a single arm study

▪ 2020: Traditional approval granted for 1L

https://friendsofcancerresearch.org/wp-content/uploads/Accelerating_Investigation_Therapies_Earlier_Metastatic_Treatment_Settings.pdf
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Single-trial approach for accelerated approval

Metastatic HER2+ Gastric/GEJ (1L)

▪ Multicenter, randomized, double-blind, placebo-controlled trial (n=698)

▪ KEYNOTE 811- Pembrolizumab + trastuzumab + fluoropyrimidine and platinum chemotherapy 

▪ Approval based on interim analysis of ORR and DoR assessed in the first 264 patients randomized

https://friendsofcancerresearch.org/wp-content/uploads/Accelerating_Investigation_Therapies_Earlier_Metastatic_Treatment_Settings.pdf
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(Stakeholder) Recommended Framework- Friends of Cancer Research 

https://friendsofcancerresearch.org/wp-content/uploads/Accelerating_Investigation_Therapies_Earlier_Metastatic_Treatment_Settings.pdf
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Adoption of FrontRunner Approach

▪ Trial setting: 1L or 2L –acceptance considerations: 

▪ Clinical benefit of SOC- (long survival)

▪ Therapeutic options available- “save innovation for later in disease course”

▪ Combination therapy vs monotherapy

▪ Trial design: Randomized controlled trial (RCT) vs. single arm trial (SAT)

▪ Preference for SAT if targeted therapy AND response rate large magnitude AND lack of 

equipoise/small number populations (e.g., rare cancer)

▪ If RCT, consideration for two separate vs. one trial include: 

▪ Expected timing for AA endpoint maturity vs. timing of endpoint of clinical benefit

▪ Available therapies and plan for indication(s) sought 

▪ Approved vs. novel agent (risk considerations)
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Summary and Conclusion

▪ Accelerated Approval pathway allows for expedited access to novel therapeutics that 

demonstrate an advantage over available therapy

- Measures that have the potential to improve the evidence to support the safe and effective use of 

these therapies should be explored

▪ Improving patient outcomes necessitates consideration of the overall treatment landscape for 

a given disease

- Facilitating early access to drugs that provide an advantage over available therapy can prolong 

survival and improve quality of life

▪ Application of the FrontRunner considerations considered on a case-by-case basis- one size 

does not fit all



Thank you
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