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Ground Rule
Let's create a place where everyone can speak freely and have their opinions respected, regardless of gender, age, or years 
of experience

① Speak freely
Everyone can speak as equals, regardless of gender, age, or years of experience. Please actively share your 
opinions.

②  Respect opinions

Don't reject opinions that are raised — first, accept them. Differing opinions are what give discussion its 
value.

③  Ask if you're unsure

If you're unsure about the process or content, don't hesitate to ask the facilitators or your team.

Let's work together to create a space where everyone can speak with confidence, regardless of their position



Objectives of This Workshop

①  Learn the theoretical background
Without knowing the theoretical background and regulatory requirements around surrogate endpoints, you can't even 
discuss them with regulators. First, learn the overview.

②  Surrogate EP Actually use the validity assessment framework
Surrogate EP Apply the validity assessment framework to a real case and experience conducting a validity 
assessment. Also learn how to gather evidence.

③  Surrogate EP Build assessment skills
Organize and share the situation using the framework, and through team discussion, develop assessment skills that hold up 
in regulatory negotiations.

④  Deepen dialogue across industry, regulators, and academia
From the perspectives of industry, regulators, and academia respectively, deepen understanding of diverse 
viewpoints and build a network for ongoing dialogue.



Timetable

①  Information sharing 10:15 ─ 11:40

Theory and regulatory requirements around surrogate endpoints

Introduction to the surrogate endpoint assessment framework (REASSURE)

Overview of each case study and how the group discussions will proceed

②  Group discussion 11:40 ─ 15:15

First half: Deep-dive into each case study, analyzing and discussing it using the REASSURE framework

Second half (last 30 min): Each group presents its discussion

③  Full presentation & sharing 15:30 ─ 16:45

Overview explanation of the workshop

Each group shares its discussion with everyone

Proceeding in the order: information sharing → group discussion → full presentation

One presenter1 per team

One presenter1 per team
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Contents

• Common framework for surrogate endpoint validity assessment 
overview

• The relationship between surrogate endpoints and regulation at 
each regulatory authority
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Assessing Surrogacy ①: Does it predict prognosis? (Individual 
level)

• Using epidemiological research, 
examine whether the candidate surrogate endpoint predicts the 
prognosis of clinical outcomes.

→This means looking at the association between the surrogate 
endpoint and the true endpoint.

Surrogate
End

point
True Endpoint

?
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Assessing Surrogacy ②: Does it predict treatment effect? (Trial 
level)

• Examine whether the effect of the study treatment on the 
surrogate endpoint corresponds to the effect of the study 
treatment on the true endpoint.

→This means looking at whether the between-group difference in 
the surrogate endpoint is associated with the between-group 
difference in the true endpoint in the clinical trial.

Treatment

True Endpoint

Surrogate
End

point

Treatment

?
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FDA classification of surrogate endpoints and drug regulation

Classification Detail Approval pathway

Validated 
surrogate endpoint

Supported by clear biological plausibility 
and clinical data providing strong 

evidence predicting clinical benefit
Traditional approval

Reasonably likely 
surrogate endpoint

Supported by strong biological plausibility 
and/or epidemiologic evidence; likely to 

predict clinical benefit but without 
sufficient clinical data yet

Accelerated approval

Candidate 
surrogate endpoint

Ability to predict clinical benefit 
still under evaluation Not usable

Reference: BEST (Biomarkers, EndpointS, and other Tools)Resource.



Introduction to the Assessment 
Framework (REASSURE)

Interfaculty Initiative in Information Studies, 
The University of Tokyo
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Recent Developments In Surrogate 
Endpoints

12
Manyara AM, et al. BMJ. 2024;386:e078524.
Manyara AM, et al. BMJ. 2024;386:e078525.

SPIRIT-Surrogate CONSORT-Surrogate

Even in published papers, detailed explanations are now being required when using surrogate endpoints, 
and various initiatives are emerging around the use of surrogate endpoints.



Extension Items

13Taylor RS, Manyara AM, Ross JS, Ciani O. JAMA. 2024;332(16):1340-1342.  



Extension Items (Excerpt)
 Statement that the primary endpoint is a surrogate endpoint

 Statement of the true outcome that the surrogate is meant to 
replace

 Statement of the reason for using a surrogate endpoint
 Justification for the selected surrogate endpoint 

 Evidence regarding surrogate endpoint validity
 Evidence of validity for the intervention, disease, and population in 

question
 Sample size based on the effect on the surrogate endpoint, sufficient 

to predict the effect on the true endpoint
 Handling when included as one of a composite endpoint
 How adverse events are captured in the trial, etc.

14



21st Century Cures Act developments

15https://www.fda.gov/drugs/development-resources/table-surrogate-endpoints-were-basis-drug-approval-or-licensure



16



17Wallach JD, Yoon S, Doernberg H, et al. JAMA. 2024;331(19):1646-1654.  



FDA's Response

18

To assess the ability of a biomarker to 
predict clinical outcomes, the FDA 

takes into account a range of sources, 
including mechanistic evidence that 

the biomarker is on the causal 
pathway of disease, nonclinical 

models, epidemiologic data, and 
clinical trial data, including data from 

the FDA’s own analyses of patient- 
and trial-level data to determine the 
quantitative association between the 
effect of treatment on the biomarker 

and the clinical outcomes.



There are various viewpoints in the discussion around 
justifying a surrogate endpoint

19

Isn't a framework that ensures 
transparency needed?



Efforts Toward Building a Framework

20



List of Participants

21



Consensus-Building Process

22https://www.gla.ac.uk/schools/healthwellbeing/research/mrccsosocialandpublichealthsciencesunit/programmes/
complexity/methods-development/spirit-consort-surrogate/spirit-consort-surrogate-summary/

CONSORT and largely follows the same basic development process



REASSURE
 Developed as a framework for judging the acceptability of 

surrogate endpoint use in the development of pharmaceuticals
and medical devices, and in health technology assessment
Under submission

 Since the evaluation of each item is context-dependent, no 
fixed procedure is used to derive an overall assessment
 Sub-items are evaluated qualitatively

 Use of the framework assumes collaborative work by multiple 
stakeholders



Key Domains of the Framework
 The framework is organized into the following 3 domains

 Domain 0: Context of use
Describe the disease, treatments, and the surrogate and clinical 

endpoints of interest.
 Domain 1: Practical Motivation
 Domain 2: Clinical and Biological Evidence
 Domain 3: Statistical Methods

24



Summary
 REASSURE makes it possible to organize the following points
 Balance between time savings and increased uncertainty
 Biological plausibility
 RCT or RCT meta-analysis evidence
 Clinical validity
 Generalisability

 Evaluating each item requires expertise across multiple 
disciplines, including biostatistics, clinical medicine, regulatory 
science, and health technology assessment
 Recommend evaluating a candidate surrogate endpoint from 

multiple perspectives before deciding whether to adopt it as 
the primary endpoint of a clinical trial
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Group Discussion & Final Presentation



Group Discussion Overview

Surrogate EP validity assessment (filling out the REASSURE framework) 
→ Recommendation vote
▪ Fill in each domain of the REASSURE framework based on prior information and current evidence, 

and based on that content, assess the validity of the surrogate EP.
▪ Based on the information entered, participants vote on the following question, with each person 

stating their rationale.

Q. Would you recommend this endpoint as a surrogate endpoint?
(Answer in line with the FDA regulatory framework, choosing from the following 3 
options) *

Recommend Recommend with 
conditions Do not recommend

▪ Also note any points of disagreement or any comments on limitations

* This vote reflects the participants' judgment based on limited time and information within this workshop, and may not align with official regulatory 
positions (e.g., FDA).



Group Discussion Overview

Case study for each group

Surrogate endpoint Disease

1. eGFR Slope Chronic kidney disease

2. MRD (measurable residual 
disease)

Multiple myeloma

3. NfL level SOD1 gene mutation-associated amyotrophic lateral 
sclerosis (SOD1-ALS)



Surrogate Endpoint Assessment

Group 1 : Chronic kidney disease, eGFR slope

Company Confidential  © 2026 Eli Lilly and Company



Disease and Endpoint Under Assessment 1 / 5

1 Disease / therapeutic area

[Chronic kidney disease (CKD)]

2

Surrogate endpoint under assessment

[ eGFR slope ]
→

3

Corresponding true endpoint

[ Composite endpoint including ESKD etc. 
(excluding cardiovascular events) ] 

4 Why a surrogate EP is needed: [The true EP takes a long time to assess, the surrogate EP can reduce this by about 
3–8 years.]

Company Confidential  © 2026 Eli Lilly and Company



Conclusion: Should this EP be 
recommended as a surrogate EP?

2 / 5

Recommend Recommend with 
conditions Do not recommend

3 year Total slope: Recommend
 slope=-0.35 (-0.42, -0.29), R2 = 0.97 (0.82, 1.00)
 
2 year Total slope: Uncertain 
 slope=-0.27 (-0.33, -0.21), R2 = 0.87 (0.64, 0.97)
 
Chronic slope: Recommend with conditions (judgment depends on drug 
characteristics; meta-analysis accounting for drug characteristics needed; used in 
secondary or sensitivity analyses) 
 slope=-0.33 (-0.46, -0.20), R2 = 0.55(0.25, 0.77)

Company Confidential  © 2026 Eli Lilly and Company



Points of Disagreement / Limitations of the 
Assessment

4 / 5

Points of disagreement: 3-year total slope vs 2-year total slope 

Reasons for support: R^2 is within an acceptable range
Reasons for uncertainty: the lower bound of the credible interval is below the acceptable threshold

Limitations of the assessment: Chronic slope assessment

It may be necessary to consider whether there was an initial dip, since the meta-analysis includes multiple 
interventions. 

Company Confidential  © 2026 Eli Lilly and Company



Surrogate Endpoint Assessment

Group 2 : Multiple myeloma, MRD (measurable residual disease)

Company Confidential  © 2026 Eli Lilly and Company



Disease and Endpoint Under Assessment 1 / 5

1 Disease / therapeutic area

Multiple myeloma
●Newly diagnosed cases (NDMM: both transplant-eligible and -ineligible)
● Relapsed/refractory cases (RRMM)

2

Surrogate endpoint under assessment

At least one MRD (measurable residual disease) 
negative result during the assessment period (9
months or 12 months)1

→

3

Corresponding true endpoint

OS

4 Why a surrogate EP is needed: The true EP takes a long time to assess (with OS, it could take 10+ years)

Company Confidential  © 2026 Eli Lilly and Company



Conclusion: Should this EP be 
recommended as a surrogate EP ? 

2 / 5

Recommend Recommend with 
conditions Do not recommend

 Rare disease/chronic disease with no curative treatment (high unmet medical needs)
 Biological plausibility is reasonable

 Tumor cells undetectable at a level of 10^(-5) or higher
 MRD lies on the causal pathway to the true endpoint
 Residual myeloma cells -> clonal expansion -> disease progression -> death

 High result from the individual-level meta-analysis
 Meets a pre-specified criterion (Global Odds Ratio > 3)

Company Confidential  © 2026 Eli Lilly and Company

5 people 2 people



Points of Disagreement / Limitations of the 
Assessment

4 / 5

Points of disagreement: 
Opinion against approving as a surrogate EP
 Surrogate paradox (considering that MRD may not be an adequate surrogate EP for OS)
 Trial-level R^2 exceeded the pre-specified threshold of 0.5, but R^2 being around 0.6

means the evidence may not be considered strong.

Limitations of the assessment: 
• Trial-level correlation evidence is not strong, and the number of trials was limited in 

diseases such as RRMM.
• Additional evidence needed

• This endpoint has been assessed as a surrogate EP in the First line setting, and the 
current existence of other treatment options also needs to be considered

• MRD assessment timing(9 or 12 months) may vary depending on the drug used, so it 
cannot be judged uniformly

Company Confidential  © 2026 Eli Lilly and Company



Surrogate Endpoint Assessment

Group 3 : SOD1-ALS, NfL level 

Company Confidential  © 2026 Eli Lilly and Company



Disease and Endpoint Under Assessment 1 / 5

1 Disease / therapeutic area

SOD1-ALS

2

Surrogate endpoint under assessment

Plasma NfL level
→

3

Corresponding true endpoint

ALSFRS-R

4 Why a surrogate EP is needed: Treatment options are limited and there is urgency
ALSFRS-R scores show little variation, 
so detecting a difference takes a long time

Company Confidential  © 2026 Eli Lilly and Company



Conclusion: Should this EP be recommended 
as a surrogate EP ? 

2 / 5

Do not recommend

・From the perspective of disease rarity and development benefits, there is motivation to 
use a surrogate EP.

・However, the individual-level correlation in a single trial was low (Spearman correlation 
coefficient r=0.07)

・Also, with only a single trial, trial-level correlation cannot be assessed

Company Confidential  © 2026 Eli Lilly and Company



Points of Disagreement / Limitations of the 
Assessment

4 / 5

Points of disagreement

• As a Clinical Endpoint, what is the relationship between ALS-SFRS-R and OS?Isn't something showing the 
degree of association with OS needed?

• What time point is needed? Might effects appear at a later time point?
• As a resource saved, the resource for measurement does not increase(would it differ in CSF?)
• Might the sample size decrease if the effect size is large?

Limitations of the assessment
• Conducting the same confirmatory trial again is not realistic.
• Long-term follow-up after the trial or registry data is needed

Company Confidential  © 2026 Eli Lilly and Company



Remaining Issues 5 / 5

Given that perfect follow-up data cannot be expected for a rare disease, 
is it unavoidable to judge surrogacy based on the data currently available?
(Is it realistic to require multiple trials?)

Company Confidential  © 2026 Eli Lilly and Company
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