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I. Neuropathology Champion



The Clinicopathologic Correlation ca. 1900

“…near the end of the century, clinicopathological correlation was 
reaching the limits of its explanatory possibilities.”

“contemporary clinical research should not be founded on the “dead 
house” science of pathology that had characterized the previous 
generation, but on the active, progressive science of physiology.”



Alzheimer’s Disease Case #6



NIA-Reagan Criteria (1997)

CERAD (1991)

Khachaturian Criteria (1984)





“…since the quantitative 
depolymerization of PHFs has 
not been reported, one 
cannot yet be certain 
whether proteins besides tau 
are intrinsic constituents of 
these abnormal fibers.”





Nature, 1997



Science, 2006



The Value of Pathology: Current Views

“Could they represent merely superfluous junk? Well, perhaps the 
“patho-” is correct, but to date, there is no “physiology” to 
substantiated this claim.”  (Published in Annals of Neurology in 2007)



• Publications 1400+
• Co-authors 5187 
• H-index 246

• Tony Fauci 231
• Stephen Hawking 128

• Top 10 most cited 
neuroscientist

Corey T. McMillan, PhD

• TDP-43 since 2006: 3454 
publications from 
11,467 authors



II. What is Alzheimer’s Disease?





Robinson JL, et al., Brain 141: 2181-2193, 2018



III. How do we diagnose AD?







IV. What dictates disease progression?





JQT Highlights

• Paired helical filaments are made of tau protein
• Lewy bodies contain alpha-synuclein
• TDP-43 forms inclusions in FTLD and ALS
• Autopsy-confirmed CSF biomarkers
• Neurodegenerative disease PET biomarkers
• Alzheimer’s disease and related dementias are multi-proteinopathies
• Co-morbid neurodegenerative disease pathologic change
• Cell-to-cell transmission of neuropathologic change
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