






Agenda

Introduction PIcc

Overview of the ctDNA Project
• Review, inform, comment

Overview of the Guidance
• 5 sections
• comments

Discussion

Consider Commenting

Draft, review, submit (if applicable)



A

I

• Regulatory science initiative
• Facilitate Innovation
• Advance safety and effectiveness 

evaluations
• Harmonize approaches to speed 

delivery to patients
• Collaboration in the pre-competitive 

space
• Open to all stakeholders

Pathology Innovation 
Collaborative Community





Overview of 
the Project

Review

• Provide an opportunity to the network
• Provide a chance to discuss and talk to 

others

Inform 

• Provide a web-based resource on the topic
• Enable networking and critical review of the draft 

guidance
• Consolidating shared experience of multiple 

stakeholders

Consider 
commenting 

• Commenting period is still open 
• Consider providing feedback (positive and/or 

negative)



I. 
Introduction

• Distinguish ctDNA 
• Scope: includes investigational new 

drug application (IND)
• Reference to: Guidance Hematologic 

Malignancies: Regulatory Considerations for 
Use of Minimal Residual Disease in 
Development of Drug and Biological Products 
for Treatment (Jan. 2020)

resource….
https://www.fda.gov/regulatory-information/search-fda-guidance-
documents

https://www.fda.gov/regulatory-information/search-fda-guidance-documents


II. 
Background

• ctDNA as a biomarker has regulatory 
potential

E.g., may assist and expedite drug 
development

• Emphasis on early-stage cancer setting
• Enrichment strategies
• Detecting MRD confers poor prognosis

• Residual ctDNA = molecular residual disease

• ctDNA assessment vary among laboratories 
and technologies
• Need for further standardization



Early-stage



III. 
Development 
of ctDNA as a 
Biomarker for 
regulatory use 
in early-stage 
solid tumor 
clinical trials

• A. ctDNA for patient selection based on 
Molecular Alterations
• B. ctDNA Molecular Residual Disease for Patient 

Enrichment
• C. ctDNA as a Measure of Response
• D. ctDNA as an Early Endpoint in Clinical Trials



ctDNA as a Measure of Response



ctDNA as an Early Endpoint in Clinical Trials



IV. Assay 
Considerations

• A. Types of Molecular Residual Disease Panels
• B. Sampling Considerations
• C. Assay analytical validation considerations for 

marketing applications



Types

• Tumor informed vs. naïve
• Informed: Tu seq => then 

select variants
• –lag time
• Sensitivity/specificity depend 

on clinical cutoff and analytical 
sensitivity

• Naïve: tumor agnostic
• Marker not covered
• Whole genome sequencing



Sampling

• Shedding affected by histology, 
grade, stage size
• Timing of ctDNA testing

• Set time point
• Multiple time points

• Scientific rationale, pre-determined

• Time point same across study arms
• Baseline sample
• Study sides should follow similar 

protocols



Analytical Validation
• Validation study
• Entire assay system (from tube to 

market ready assay)
• Validation approach can differ for 

tumor-naïve vs. informed types of 
assays
• Clinical samples + contrived samples
• Fixed panels: cell lines/spiked
• Personalized panels: cell lines 

representing number and types of 
variants should be developed
• Precision
• Reference materials



V. INVESTIGATIONAL 
DEVICE 
CONSIDERATIONS

• Subject to IDE
• Significant risk ó non-significant risk ó exempt
• Sponsor submits Study Risk Determination
• (optional streamlined submission process)



Discussion: Commenting

Notes



Next steps

DRAFT REVIEW COMMENT NEXT MEETING



Other events – NEXT week J



THANK YOU


