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Learning Objectives
1. Discuss the diagnostic value of 

cerebrospinal fluid biomarkers 
for prion diseases, including why 
most patients with cerebrospinal 
fluid 14-3-3 protein do not have 
prion disease.

2. Describe anatomic variability in 
the histopathological hallmarks 
of prion disease.

3. Find reliable information 
regarding proper handling of 
potentially prion positive 
biomaterials



Accomplishing our learning objectives

1. Helping the Doctors

2. Prions under glass

1. Horses 

2. Zebras (or, plaques I have known)

3. Unicorns (knowing our limitations)

3. When Prions escape







Helping the Doctors I: Our Man in Milan



Helping the Doctors II: CSF testing for prion disease

Prior probability at NPDPSC has 
doubled over the last decade (good)

RT-QuICis nearly/ 
may be 100% specific (good)

14-3-3 still sucks, and
clinicians still love it (bad)

https://seeing-theory.brown.edu/bayesian-inference/index.html



Healthy

CSF

Unhealthy

CSF



VM CASE (HORSES)

76-year-old man with progressive behavioral, 
cognitive, and visual dysfunction.
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Classic (MM/V1) CJD shows fine vacuolation involving all 
cortical layers, with relative sparing of the hippocampus


