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: Y : & : : Can Alzheimer's disease originate from a failure of immune Literature-Based Conceptual Framework
Current anti-amyloid therapies remove plaques but provide ) . : .
. o3 resolution rather than amyloid accumulation alone? DevelopmentDatabases: Current therapies target plaques.
only modest clinical benefit.* . . .
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major driver of disease progression.® : :
J prog Develop an integrated disease model Outcome:

I8G3 exhibits the strongest Fc-mediated immune effector . . .
: . : Development of an integrated neuroimmune disease model.
functions and may help restore immune resolution and enhance

pathological clearance.”®
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activation directly predicts cognitive decline Y MIAMARKER TIME! INE
P & N SLOMARRLICTIMELINE KEY PREDICTION Restore active immune resolution

e o v AD as failed neuroimmune resolution HSV-1 DNA / ICPO » pTau217 Antiviral therapy administered during
rates. v AB as antimicrobial peptide + + Stage 1 should reduce amyloid Accelerate pathological clearance

v Tau as neuroimmune amplifier AB42/40 NFL accumulation and downstream
' v neuroinflammatory biomarkers before Dampen chronic neuroinflammation

v Gomplement-mediated synaptic injury GFAP Cognitive measurable cognitive decline.

Synaptic Loss: Complement cascade activation v Engineered IgG3 as a therapeutic strategy C1q/C3 Decline

el - -"r.

| - A protective innate immune response to a pathogen (HSV-1) becomes
dysregulated due tr:} 4 fa|lure tn resolve inflammation, leading to a cascade of chronic neuroinflammation,
tau amplification, complement-mediated synapse pruning, and neurodegeneration.

drives aberrant microglial pruning.*®

TESTABLE PREDICTIONS CLINICAL IMPLICATIONS NOVEL CONTRIBUTION

Current Strategy Proposed Strategy

e Biomarkers: Microbial and inflammatory markers trackably precede plaque cps s . . . . . .
presentation. Remove plaques Restore immune resolution Unifies infection biology, antimicrobial amyloid function,
complement-mediated synaptic injury, neuroinflammation, and tau

e Kinetics: Local complement activation occurs prior to regional tau spread. o o ) )

e Prognosis: Neuroinflammation dynamics dictate absolute clinical velocity. Target amvloid Tarset , Svsfunct amplification into a testable neuroimmune-resolution framework for
: : : : : r m rget neuroimmun nction . .

e Therapeutics: Early resolution therapy yields superior efficacy over late-stage arget amytol arget neuroimmune dysfunctio Alzheimer's disease.
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