The Lost Paradigm: How a Forgotten Scientist
Could Have Solved Alzheimer’s a Century Ago

A Counterfactual History of Neurodegeneration
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1910. Neuroscience stands at a crossroads.
Two men, two theories, two futures for millions.

Theory: Theory:
“Alzheimer’s Disease” “Presbyophrenic
Dementia”

o Basis: 275
clinicopathological cases

o Basis: Asingle, presenile
case (Auguste D.)

e Pathology: “Sphaerotrichia”

e Pathology: “Senile Plaques (Sphere of Hairs)

The choice was between a rare disease of the young and a widespread pathology of aging.
.o HiStOry chose the former, creating a false dichotomy that persisted for 70 years.
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The words we use shape the questions we ask.
We chose the language of geology, not biology.

‘Senile Plaque’ ‘Sphaerotrichia’

r

Active, growing, destructive lesion. Fischer compared
it to an Actinomyces bacterial colony—an organic
structure that displaces and destroys tissue.

Passive, calcified, inevitable deposit,
like sediment. An inert tombstone.

“Plaque” implies inert debris to be cleaned up.
‘Sphaerotrichia’ implies an active warzone inside the brain.
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Fischer knew in 1910 what we rediscovered in 2010:
Plaques are never normal.

The 20t-Century View Fischer’s 1910 Control Study

“It was concluded that a
kind of latent brain change
had developed here.”

Present |
Only 2 out of 35
show plaques
)
Dementia Cases Normal Controls

The concept of “Preclinical Alzheimer’s” was described and statistically validated by Fischer,
but it was ignored for decades as his evidence was misinterpreted.
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Fischer didn’t see one “senile dementia.”
He saw three distinct diseases.

Presbyophrenic Dementia
(Fischer’s Disease)

Sphaerotrichia

: cerebri

(Plaques).
Clinical

Severe amnesia +

distinctive confabulation.

Simple
Senile Dementia

Cortical atrophy,
NO plaques.

Clinical
Simple blunting of
intellect, general decline.

Arteriosclerotic
Pseudopresbyophrenia

Vascular lesions
(encephalomalacia).

Clinical
Mimics the others
but lacks plaques.

Slide takeaway This rigorous separation would have forced the early recognition
e OF NON-Alzheimer’s dementias, preventing decades of diagnostic confusion.
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For a century, we focused on the debris. Fischer focused on the explosion.

The Amyloid Hypothesis

Guiding Question:
“What is this stuff?”
Source Sans Pro

The Fischerian View

Guiding Question:
“Why are the axons
swelling and dying?”
Source Sans Pro
#6B4423

Slide Takeaway: The central mystery was never the plaque itself, but the active, cellular destruction creating it.
Fischer's focus would have led directly to research on axonal transport and lysosomal failure.



Fischer’s drawings from 1907 are a perfect description
of a neuron dying from the inside out.

“Radially arranged,
intensely black-colored club
forms... directed toward
the inside.”

Slide Takeaway: Fischer was describing a failure of cellular garbage disposal—an acquired
...lysosomal storage disease—a century before the mechanism was understood.
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The dominant theory is that plaques kill neurons. Fischer’s
work proves the opposite: dying neurons create plaques.

The Amyloid Cascade Hypothesis (Outside-In)

e~
= =
1. Extracellular Amyloid Accumulation 2. Neuron Death
Fischer’s Model (Inside-Out)
= >
1. Intracellular Waste Buildup / 2. Neuron Ruptures 3. Plaque Forms
Autophagy Failure (PANTHOS) (Tombstone)

-|f the plague.is.a.tombstone, then therapies designed to remove it are treating the symptom, not the cause. They are too little, too late.
Drafted by Gemini3.0 &) NotebookLM



He provided a dynamic staging system for the disease
process, from the first spark to the final burnout.

Stage I:
Morning Star

The initial rupture of an
autophagy-stressed neuron

Stage VIII:
Diffuse Infiltration
A massive infiltration of

fibrillar material, linked to
the severity of delirium

Stage lll: Club-shaped
Neurites Appear

Visible evidence of axonal
transport failure

Stage V:
Large Druse

A mature plaque with a
dense, homogeneous center.

The distinction between diffuse and neuritic plaques, which took decades
to formalize, was foundational to Fischer’s model in 1912.
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His patient descriptions revealed a richer clinical
picture defined by delirium and confabulation.

e

gase 11 (103 y/o)

Patient believed she was
19 years old.

"The brain fills

?
the gaps of memory n __
with immediate v |

fabrications.”

S e — N— = - = e e —

I
Case 33 (Delirium) &@

Fischer questioned if an
acute delirium a year
prior was the
initial “seeding”
event of the
Sphaerotrichia.

B S o

-

Case 56 (Catatonia) @@

Identified a “catatonic
sub-form” with motor
symptoms like
stereotypical t«
movements and
repetitive speech.

Fischer connected specific pathologies (like diffuse infiltration) to specific symptoms
(like delirium), a clinical-pathological precision that was lost for decades.
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The discovery of Presenilin was seen as proof of the amyloid theory.
In Fischer’s world, it would have been proof of the lysosomal theory.

: : AN
Historical © —)
Focus 0
=/
Gamma- Cuts APP to create AD is a disease of
Secretase Amyloid-Beta amyloid production.

PSEN1
Protein Mutation

Fischerian
Focus

vATPase Fails to Maintain AD is a disease of
Chaperone Lysosomal Acidity failed waste disposal.

Had the field been primed to look for lysosomal defects, the discovery that PSEN1 mutations
destroy lysosomal acidity would have been the smoking gun.
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We spent 30 years trying to clear debris from the outside.
We should have been fixing the machinery on the inside.

Comparative Therapeutic Trajectories

Historical Timeline (Amyloid Centric) Counterfactual Timeline (Fischer/Lysosomal)
Q. A _ Gamma-secretase Lysosomal Acidifiers /

vATPase agonists

4 & inhibitors

@~/ BACE inhibitors

O ¢

E; o é . Anti-Amyloid Antibodies

A Fischerian paradigm would have produced a completely different pharmacopeia
focused focused on restoring cellular health, not removing its tombstones.
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Fischer gave us the map in 1912.
We are only just beginning to read it.

We would have seen AD as a
metabolic disease of the neuron,
not an amyloidosis of the brain.

We would have focused on
preventing cellular failure, not
clearing up the aftermath.

We would have recognized
preclinical disease and the
pathological nature of “senility”
half a century earlier.
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The resurrection of Fischer’s work is more than a historical
correction. It is a validation that the truth was visible all along.

“The ‘Morning Star’ was not just a poetic description; it was
the first sighting of the neuron’s fatal struggle to survive.”
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Source & Attribution

This presentation is based on the analysis in “The
Lost Paradigm: A Counterfactual History of
Neurodegeneration Under the Fischerian Model.”

All data, interpretations, and quotations are derived
from the primary source documents cited therein.
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