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Why There is Reason to be Moore 
Hopeful About the Field of Prion Disease



Disclosure

Prion disease is not just a scientific problem.

Prion disease is a human problem with technological challenges.



Overview

• Veil obscuring our knowledge of human prion disease

• The importance of building necessary infrastructure

• The therapeutic development inflection point

• Why now & why so fast?

• A cautionary tale of exponential growth

• The human imperative

• Why I am Moore hopeful





Therapeutics Seemed Impossible
They were talked about, but in a theoretical sense

• “One in a million…” rarity

• Extremely rapid progression

• Variety of clinical symptoms

• Diagnostic delay

• Lack of reliable diagnostic tools

• Lack of ways to measure progression
The Veil Between Us

And Understanding

(Veil of Maya)



Like trying to shoot a high-speed train with no schedule in the fog.

You cannot treat what you cannot find, diagnose, or measure.
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Diagnosing Prion Disease Has Dramatically Changed

• 2007: Diagnosed by syndrome, 14-3-3, and EEG (syndromic 
diagnosis + suggestive markers)

• 2009: Brain MRI criteria added (syndromic diagnosis + 
suggestive markers)

• ~2010: CSF total-tau used (syndromic diagnosis + 
suggestive markers)

• 2018: RT-QuIC added to criteria (symptom + disease specific 
marker)

Appleby Diagnostic 

Confidence

Scale



Added Benefit of Surveillance
Vertical Integration of a Disease

• Immediate diagnosis -> immediate referral for brain donation
• Clinical diagnostic testing (cerebrospinal fluid tests)

• Brain MRI consultation

• Expert consults, outreach, & education

• Teleneurology Assessment Program for CJD (TAPCJD)

• ~92% of expected cases come through the NPDPSC

• Immediate diagnosis -> immediate referral to clinical trials

Diagnosis Now Enables Intervention



We Have Ways to Measure Disease Progression

Thompson A, Brain 2013

MRC-Prion Disease Rating Scale

Can be administered remotely

20-point scale

1-3 points (5-15% change)



Where Can We Intervene?
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Vallabh S, Lancet Neurol 2020

Normal Prion 

Protein



Is Lowering Prion Protein Safe?

Healthy Animal Knock-Outs Study

Mice Bueler H, Nature 1992

Cattle Richt JA, Nat Biotechnol 2007

Goats Benestad SL, Vet Res 2012

Minikel E, Sci Trans Med 2016 

Reduced amounts of the normal prion protein 

seems to be okay in humans.



Why Now & Why So Fast?

1990s 2000s 2010s 2020s



At Present (2026)
• Launched: 2024

• Sites: 13

• Countries: 9

• Launched: 2026

• Sites: 5

• Countries: 1

Other Companies

(Panel on Sunday)

Nobelpharma

Regeneron

Gate Bioscience



The Law of Accelerating Returns

Ray Kurzweil

This is Technology Agnostic:

• Improved understanding of disease

• Improved biomarkers

• Improved diagnostics/awareness

• Improved infrastructure

This is Field Agnostic (Alzheimer’s):

• Improved understanding of disease

• Improved & more available biomarkers

• Increased awareness of biomarkers

• Disease modifying treatments



Scaling Prion Disease Therapeutic Development

• Preclinical developmental technologies have increased (e.g., 
genetic modifying therapies)

• Improved diagnostics means more cases identified, earlier

• Improved infrastructure: within countries and across countries

• Improved outcome measures: MRC Prion Disease Rating Scale

• Industry: Dramatically improved trial ready infrastructure, 
knowledge, & money



A Cautionary Caveat to Exponential Growth

Moore’s Law







How does FTD-GRN Compare to Prion Disease?



Potential Solutions

• Limit study sizes as much as possible

• Platform trials

• Modified study designs

• Minimize or shared placebo arms

• Natural history control data arms

• Biomarker-based eligibility

Acceleration of therapeutic development without coordination = Increased challenges & slowed progress



Patients/Families as Partners, Not Endpoints
The Human Imperative

Goal

• Technological progress must never 
outpace wisdom & compassion

• The people living the disease must 
help shape the science trying to 
stop it

• Study design should start & end 
with the patient

Considerations

• Lived experience matters

• Study burden matters

• Caregiver burden matters

• Travel matters

• Financial cost matters

• Time matters

• Equitable access matters

• Quality of life matters

• Dignity matters



Patient Perspective

Then

• Diagnosis not as confident in life

• Diagnosis usually very late

• Little to offer in terms of prognosis

• If diagnosed earlier, little to offer in 
terms of clinical trial participation

Now

• Diagnosis can be achieved more 
reliably during life

• Diagnosis can be earlier

• Reasonable subtyping in life

• Can give prognosis

• Can participate in research studies 
remotely

• Multiple choices for clinical trial 
participation



Why I Am Moore Hopeful

• We can diagnose more accurately & faster

• We understand the biology better

• We can lower the normal prion protein

• Industry is now a partner

• Collaboration in clinical trials is global

• Prevention is conceivable

• Patients & families are leading the way with us



Thank You!
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