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Abstract

Alzheimer's disease is no longer diagnosed at the bedside alone; it is staged by a cascade of
molecular signatures that begins two decades before the first complaint of forgetfulness and
continues to evolve into the final years of life. The 2011 NIA-AA framework formalized the
disease as a three-phase continuum — preclinical, prodromal/MCI, and dementia — and the
2018 ATN research framework (amyloid, tau, neurodegeneration) supplied the biomarker
vocabulary in which that continuum is now operationalized. The intervening fifteen years have
produced an extraordinary expansion of measurable variables: cerebrospinal fluid Aβ42/40
ratios with concordance to amyloid PET above 0.90; plasma p-tau217 assays that detect
prodromal AD with sensitivities exceeding 0.95; neurofilament light chain as a generic
axonal-injury readout valid across the entire disease span; glial fibrillary acidic protein as the
earliest-rising plasma biomarker of reactive astrogliosis; soluble TREM2 as a microglial
activation marker; neurogranin as a synaptic-loss marker; and the kynurenine-to-tryptophan
ratio as an immunometabolic readout that couples peripheral inflammation to central
monoaminergic decline. Each of these measurements has a temporal signature — a phase in which
its trajectory is most informative — and the field's central organizational problem is now no
longer whether biomarkers can detect AD but which biomarker, in which fluid, at which time,
supplies the strongest signal for what therapeutic decision.

This dissertation advances the thesis that the biomarker cascade is best understood as a staged
signature problem, in which each phase of Alzheimer's disease is characterized by the first emergence
of a distinct molecular signature on top of the persisting earlier ones, and the staging is
informative not because earlier markers disappear but because new markers come online while
the earlier markers plateau, decline, or transition between fluids. The work is organized into
seven analytical chapters. Chapter I traces the preclinical phase as the era of amyloid accrual,
characterized by CSF Aβ42/40 decline, plasma Aβ42/40 decline, and amyloid PET positivity,
with sTREM2 and GFAP emerging as the earliest non-amyloid markers. Chapter II treats the
prodromal/MCI phase as the era of tau spread and synaptic loss, dominated by the p-tau
isoform cascade (p-tau231 � p-tau217 � p-tau181 � total tau) and the emergence of
neurogranin, FDG-PET temporoparietal hypometabolism, and MRI hippocampal atrophy.
Chapter III examines the dementia phase as the era of network collapse, characterized by
sustained NfL elevation, advanced atrophy, persistent glial reactivity, and the emergence of
vascular comorbidity markers. Chapter IV addresses the markers that do not fit ATN — the
glial axis (GFAP, sTREM2, YKL-40), the synaptic axis (neurogranin, SNAP-25,
synaptotagmin-1), the vascular axis (WMH, BBB-permeability indices), and the metabolic axis
(kynurenine/tryptophan ratio, NAD+ precursors). Chapter V analyzes the plasma biomarker
revolution and its consequences for population-level screening. Chapter VI maps the biomarker
cascade onto the Collapse trilogy's three mechanistic axes (synaptic, microglial, bioenergetic),
establishing the formal correspondence between clinically measurable variables and the
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underlying disease infrastructure. Chapter VII develops the therapeutic implications:
phase-specific trial design, the disappearance of pure "asymptomatic" trial cohorts as plasma
biomarkers approach population screens, and the operationalization of secondary prevention.

The dissertation concludes that the biomarker cascade is not a passive recorder of an underlying
disease but an active staging instrument — the choice of which marker to measure when defines
which version of the disease the clinic is allowed to see. A unified framework in which
biomarkers are organized by their first-emergence phase, by the fluid in which they are most
informative, and by the mechanistic axis they index supplies the structural basis for the next
decade of trial design and clinical practice.

Keywords: Alzheimer's disease, biomarkers, ATN framework, preclinical AD, mild cognitive
impairment, plasma p-tau217, amyloid PET, neurofilament light, GFAP, sTREM2,
neurogranin, kynurenine-to-tryptophan ratio, NIA-AA, secondary prevention

1. Introduction

1.1 The Research Problem

The clinical diagnosis of Alzheimer's disease, as Alois Alzheimer himself supplied it in 1907 with his
case report of Auguste D., was a diagnosis of dementia confirmed by the post-mortem
demonstration of senile plaques and neurofibrillary tangles. For most of the twentieth century, the
diagnosis remained a clinicopathologic correlation visible only after death. The 1984
NINCDS-ADRDA criteria (McKhann et al., 1984) supplied the first standardized clinical
diagnostic framework — "probable AD" and "possible AD" — but the underlying disease was still
treated as a unitary clinical entity that began when symptoms began. The transformation of that
view occurred between 1992 and 2011 in three steps: first, the amyloid cascade hypothesis (Hardy
and Higgins, 1992; Hardy and Selkoe, 2002) articulated the proposition that the molecular
pathology precedes the clinical syndrome by a measurable interval; second, the development of
amyloid PET ligands ([^11C]PIB by Klunk et al., 2004) and CSF Aβ/tau assays (Blennow et al.,
1995) supplied in vivo measurement of that molecular pathology; third, the 2011 NIA-AA criteria
(Albert et al., 2011; McKhann et al., 2011; Sperling et al., 2011) formalized the staged continuum
— preclinical, MCI, and dementia — as the operational framework in which AD is now
understood.

The fifteen years since 2011 have produced what is arguably the largest expansion of
disease-relevant measurement in the history of neurology. The 2018 NIA-AA Research Framework
(Jack et al., 2018) reorganized AD biomarkers into the ATN classification: A for amyloid (CSF
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Aβ42/40, amyloid PET), T for tau (CSF p-tau, tau PET), and N for neurodegeneration (CSF total
tau, FDG-PET, MRI volumetrics). The plasma biomarker revolution that began with
mass-spectrometric Aβ42/40 ratios (Schindler et al., 2019; Nakamura et al., 2018) and accelerated
through plasma p-tau217 (Janelidze et al., 2020; Palmqvist et al., 2020; Karikari et al., 2020) has
now placed AD-specific molecular measurement within reach of routine venipuncture. Glial
markers (plasma GFAP, CSF sTREM2, CSF YKL-40), synaptic markers (CSF neurogranin,
SNAP-25, synaptotagmin-1), and vascular markers (white matter hyperintensity volume,
blood–brain barrier permeability indices) supply the dimensions that ATN omits. Each marker has
a first-emergence phase, a plateau phase, and a decline-or-divergence phase, and these temporal signatures are
themselves disease-stage indicators.

This dissertation addresses the question: How does the constellation of available
Alzheimer's biomarkers map onto the three temporal phases — preclinical,
prodromal, and dementia — and what mechanistic, diagnostic, and therapeutic
claims does that mapping support? The thesis advanced is that each phase is characterized
not by the disappearance of earlier markers but by the first emergence of a new layer of markers on top
of those already present; that the choice of fluid in which a marker is measured (CSF, plasma, PET,
MRI) determines the phase in which the marker is most informative; that the post-ATN markers —
glial, synaptic, vascular, metabolic — supply the coupling variables that connect AD's molecular
phenomena to its mechanistic infrastructure; and that the operationalization of secondary
prevention requires a biomarker grammar organized not by disease vs. control but by phase vs.
phase.

1.2 Significance

The significance of the reframing is fourfold. First, the staged-signature view supplies a vocabulary
for trial design in which inclusion criteria are biomarker phases rather than clinical categories. The
recent generation of anti-amyloid antibody trials — solanezumab, aducanumab, lecanemab,
donanemab — has confirmed that the clinical effect of amyloid removal is largest in patients caught
early, but the phase-specific reading is that amyloid removal modifies the cascade only when administered while
amyloid-driven downstream pathology is still in its first-emergence phase. The biomarker grammar in which to
evaluate that claim is a phase grammar, not a continuous-trajectory grammar.

Second, the framework supplies a principled answer to the long-standing question of "which
biomarker first." The historical sequence of biomarker discovery — Aβ42 (1995), total tau (1995),
p-tau181 (1999), p-tau217 (2020), GFAP (2019), neurogranin (2015), sTREM2 (2014), NfL (2017)
— does not match the temporal sequence in which the markers become informative in the disease.
Plasma GFAP, for example, rises in late preclinical AD before amyloid PET reaches its asymptote
(Pereira et al., 2021; Benedet et al., 2021); the biomarker is "younger" by discovery but "older" by
signal in the cascade. The phase-mapping in this dissertation is the first to attempt to systematically
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separate these two orderings.

Third, the framework supplies a unifying interpretation of the otherwise disparate clinical
observations that distinguish AD from related dementias. The frontotemporal-dementia,
dementia-with-Lewy-bodies, and vascular-dementia syndromes share many of AD's downstream
markers (NfL, GFAP, atrophy) but differ in the upstream phase-1 markers (amyloid, p-tau). The
phase-mapping supplies the differential-diagnosis grammar in which AD is distinguished from its
mimics by the order in which markers come online, not merely by their absolute levels.

Fourth, the framework supplies a mechanistic coupling to the Collapse trilogy. The Convergent
Synaptic Collapse, Homeostatic Microglial Collapse, and Bioenergetic Collapse theses identify three
mechanistic axes — synaptic-circuit failure, loss of microglial homeostatic identity, and
bioenergetic-substrate collapse — but the trilogy did not systematically map clinically measurable
biomarkers onto each axis. The present dissertation supplies that mapping: amyloid and tau index
the synaptic axis (and its proteinopathic upstream drivers); GFAP, sTREM2, and YKL-40 index the
microglial axis; FDG-PET, NfL, and the kynurenine/tryptophan ratio index the bioenergetic axis.
The mapping closes the gap between the trilogy's mechanistic claims and the clinical surface on
which those claims must be evaluated.

1.3 Scope and Limitations

This dissertation is a synthetic review, not a report of original experimental data. Its contribution is
the integration of CSF, plasma, PET, and MRI biomarker literatures into a phase-organized
framework, with the Collapse trilogy supplying the mechanistic vocabulary in which the markers are
interpreted. The work draws principally on sporadic, late-onset AD because that population
dominates the biomarker literature; the autosomal-dominant AD literature (DIAN cohort: Bateman
et al., 2012) supplies the cleanest temporal sequence and is treated as a reference standard. Down
syndrome AD (Lott and Head, 2019) is touched on as a third reference population in which the
temporal sequence is compressed but otherwise comparable.

The thesis does not resolve the question of whether the biomarker cascade is causally
hierarchical (Jack's hypothetical model: Jack et al., 2010) or whether the apparent hierarchy is a
sampling artifact of the assays in current use. The framework is consistent with either reading. The
work also does not address treatment-altered cascades (e.g., post-lecanemab amyloid clearance and
downstream effects on tau and NfL) in depth; the lecanemab and donanemab evidence is addressed
in Chapter VII as a phase-VII therapeutic test of the framework, not as a separate disease state.
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2. Literature Review

2.1 From Clinicopathologic Diagnosis to the NIA-AA Framework

Alois Alzheimer's 1907 case report described the histopathology of senile plaques and neurofibrillary
tangles in the brain of Auguste Deter; the diagnosis was confirmed post-mortem. For the next eight
decades the diagnosis remained a clinicopathologic correlation, and clinical diagnosis during life
used the syndromic criteria of probable AD (McKhann et al., 1984), which had a
confirmed-at-autopsy positive predictive value of approximately 80% in expert clinical centers but
considerably lower in general practice. The Khachaturian (1985) neuropathological criteria
standardized post-mortem diagnosis, and the CERAD (Mirra et al., 1991) and NIA-Reagan
(Hyman et al., 1997) criteria refined the histopathological staging.

The transformation from clinicopathologic to biomarker-based diagnosis began with three
independent developments. First, the measurement of Aβ42 and total tau in cerebrospinal fluid
(Motter et al., 1995; Blennow et al., 1995; Galasko et al., 1998) demonstrated that the molecular
signatures of AD pathology were measurable in vivo, with Aβ42 decreased (reflecting parenchymal
sequestration in plaques) and total tau increased (reflecting axonal injury). Second, the development
of [^11C]Pittsburgh Compound B (Klunk et al., 2004) supplied the first amyloid PET ligand,
allowing direct in vivo imaging of fibrillar Aβ deposition. Third, the longitudinal observation that
CSF Aβ42 declines 15–25 years before symptom onset in autosomal-dominant AD (Bateman et al.,
2012; Fagan et al., 2014) demonstrated that the molecular pathology preceded the clinical
syndrome by a measurable interval.

The 2011 NIA-AA criteria (Albert et al., 2011; McKhann et al., 2011; Sperling et al., 2011)
formalized the staged continuum: a preclinical stage (positive biomarkers, normal cognition), a
prodromal/MCI stage (positive biomarkers, objective cognitive decline without functional
impairment), and a dementia stage (positive biomarkers, dementia syndrome). The criteria were
research-only at first but were rapidly adopted into clinical practice as biomarker access broadened.
The 2018 NIA-AA Research Framework (Jack et al., 2018) reorganized the criteria around the
ATN classification: amyloid, tau, neurodegeneration — three independent dimensions, each binary
(positive or negative), generating eight possible biomarker profiles. Within ATN, AD is defined by
A+T+ status regardless of N status; A+T-N+ is "Alzheimer's pathologic change"; A-T+N+ is
"suspected non-AD pathology." The ATN framework therefore separates the etiologic biomarkers
(A, T) from the topographic/severity biomarkers (N) and supplies the formal grammar in which
biomarker-based diagnosis is now made.
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2.2 The Preclinical Phase: Amyloid Accrual and the Silent Decade

The preclinical phase is operationally defined as biomarker-positive, cognitively normal. The
earliest reliably measurable change is CSF Aβ42 decline, which precedes symptom onset by 15–25
years in autosomal-dominant AD (Bateman et al., 2012) and by an estimated 10–20 years in
sporadic AD (Villemagne et al., 2013; Insel et al., 2019). The mechanism is parenchymal
sequestration: as Aβ42 aggregates into plaques in the cortex, the soluble Aβ42 pool that exchanges
with CSF declines. CSF Aβ40, which does not preferentially aggregate, is relatively preserved; the
Aβ42/40 ratio is therefore a more robust marker than Aβ42 alone, correcting for inter-individual
differences in total amyloid production (Hansson et al., 2019). The Aβ42/40 ratio has a
concordance with amyloid PET above 0.90 in research cohorts (Janelidze et al., 2017).

Amyloid PET — initially with [^11C]PIB, later with [^18F]florbetapir, [^18F]florbetaben, and
[^18F]flutemetamol — supplies a direct measurement of fibrillar Aβ deposition. The Centiloid scale
(Klunk et al., 2015) normalizes amyloid PET measurements across tracers; values above 24
Centiloids are considered abnormal, with values above 100 reflecting advanced amyloid load. The
temporal sequence runs from CSF Aβ42/40 decline (first) to amyloid PET positivity (second, with a
delay of 5–10 years), and amyloid PET reaches its asymptote 5–10 years before symptom onset.

Plasma Aβ42/40 was first demonstrated to distinguish amyloid-positive from amyloid-negative
individuals by Nakamura et al. (2018) using mass spectrometry and by Schindler et al. (2019) using a
similar approach; the effect size is modest (10–15% decline in plasma Aβ42/40 with amyloid
positivity) but the assay is now scalable. Plasma Aβ42/40 has lower discriminative power than CSF
Aβ42/40 (AUC ~0.85 vs. ~0.95) but supplies the screening modality in which preclinical-phase
detection at population scale is operationally feasible.

The non-amyloid markers that emerge in late preclinical phase include sTREM2
(Suárez-Calvet et al., 2016a, 2016b), GFAP (Benedet et al., 2021; Pereira et al., 2021), and the
kynurenine/tryptophan ratio (Lim et al., 2017). Each of these markers reflects the response of
non-neuronal compartments to early amyloid pathology — microglia for sTREM2, astrocytes for
GFAP, and immunometabolic regulation for the kynurenine ratio.

2.3 The Prodromal/MCI Phase: Tau Spread and Synaptic Loss

The prodromal phase is operationally defined as biomarker-positive, with objective cognitive
decline (typically a memory complaint with neuropsychological-test confirmation) but without
functional impairment. The phase corresponds clinically to MCI due to AD. The dominant
biomarker signature is the p-tau cascade, in which the phosphorylated tau isoforms appear in CSF
and plasma in a specific temporal order: p-tau231 first (Ashton et al., 2021), followed by p-tau217
(Janelidze et al., 2020; Palmqvist et al., 2020), followed by p-tau181 (Karikari et al., 2020), with total
tau elevation occurring later as axonal injury becomes generalized.
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p-tau217 is the most clinically informative single marker for the prodromal phase. The plasma
p-tau217 assay (Janelidze et al., 2020; Palmqvist et al., 2020) detects amyloid-positive individuals
with AUC above 0.95 and detects tau PET positivity (which becomes abnormal in late
preclinical/early prodromal phase) with comparable performance. The recent ALZpath and
Lumipulse plasma p-tau217 assays have achieved clinically usable performance with central
laboratory variability under 10% (Mielke et al., 2023; Brum et al., 2023). The 2024 update to the
NIA-AA criteria (Jack et al., 2024) accepts plasma p-tau217 as a diagnostic biomarker on parity with
CSF measurements for the first time.

Tau PET — with [^18F]flortaucipir and the next-generation MK-6240 and PI-2620 ligands —
supplies the topographic dimension that CSF and plasma tau cannot. Braak staging in vivo (Schöll
et al., 2016; Cho et al., 2016) demonstrates that tau pathology spreads in a stereotyped sequence
from medial temporal lobe (Braak I–II) through limbic structures (III–IV) to isocortex (V–VI), and
the topographic distribution at each tau PET timepoint maps to the cognitive domain expected to
be impaired. Tau PET positivity in the medial temporal lobe is the earliest tau PET signal and
emerges in late preclinical/early prodromal phase; isocortical tau PET positivity emerges in late
prodromal/early dementia phase.

The neurodegeneration markers that emerge in prodromal phase include CSF and plasma NfL
(Mattsson-Carlgren et al., 2020; Preische et al., 2019), CSF neurogranin (Kvartsberg et al., 2015;
Portelius et al., 2018), FDG-PET temporoparietal hypometabolism (Mosconi et al., 2008), and MRI
hippocampal atrophy (Jack et al., 1999; Frisoni et al., 2010). Each of these markers reflects a
downstream consequence of tau and amyloid pathology — axonal injury (NfL), synaptic loss
(neurogranin), regional metabolic decline (FDG-PET), and neuronal loss (atrophy).

2.4 The Dementia Phase: Network Collapse and Glial Reactivity

The dementia phase is operationally defined as biomarker-positive with dementia syndrome
(cognitive impairment severe enough to impair daily function). The biomarker signatures of this
phase are dominated by downstream markers rather than the upstream amyloid and tau signatures
that established the diagnosis years earlier. CSF total tau is markedly elevated; plasma NfL reaches
values comparable to acute axonal injury syndromes; MRI atrophy progresses from medial
temporal lobe to global cortical involvement; FDG-PET hypometabolism is widespread; and glial
markers (GFAP, YKL-40, sTREM2) reach sustained elevations.

Importantly, the upstream markers do not continue to track clinical progression in the dementia
phase. Amyloid PET plateaus during late prodromal/early dementia phase (Jack et al., 2013) and
does not predict the rate of cognitive decline within the dementia phase. CSF p-tau levels rise into
prodromal phase and then plateau or decline as the number of tau-bearing neurons declines
through neurodegeneration (cell death removes the source of secreted tau). The phase-mapping
interpretation is that the upstream markers are staging markers of disease establishment but not severity
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markers once the disease is established; severity within the dementia phase is indexed by N (atrophy,
NfL, FDG-PET) and by glial reactivity (GFAP, sTREM2).

The dementia phase is also the phase in which vascular and systemic-comorbidity biomarkers
acquire diagnostic and prognostic weight. White matter hyperintensities (WMH) on FLAIR MRI,
blood–brain barrier permeability indices (CSF/serum albumin ratio, dynamic contrast-enhanced
MRI), and pulse-wave indices of arterial stiffness all contribute to the rate of progression within the
dementia phase even when amyloid and tau status are equivalent (Sweeney et al., 2018;
Iturria-Medina et al., 2016). The Vascular Dimension paper of the Collapse trilogy (Truchard &
Gustafsson, 2026) treats these markers as a fourth axis that is increasingly recognized as inseparable
from the AD core.

2.5 The Plasma Biomarker Revolution

The 2018–2024 period saw the maturation of plasma-based AD biomarker assays from research
curiosities to clinically deployable measurements. The Simoa (Single Molecule Array, Quanterix)
and Lumipulse (Fujirebio) platforms, together with mass-spectrometric methods (Shimadzu, C2N),
have produced plasma assays for Aβ42/40, p-tau181, p-tau217, p-tau231, GFAP, and NfL with
sufficient analytical performance for clinical use. The key developments are: (i) plasma p-tau217
detects amyloid PET positivity with AUC > 0.95 (Palmqvist et al., 2020), (ii) plasma GFAP rises
early in preclinical phase and tracks amyloid accumulation (Benedet et al., 2021; Pereira et al.,
2021), (iii) plasma NfL is a generic axonal-injury marker that tracks neurodegeneration across the
cascade and across non-AD dementias (Mattsson et al., 2017), and (iv) plasma Aβ42/40 by mass
spectrometry detects amyloid PET positivity with AUC ~0.85 (Schindler et al., 2019).

The clinical implication is that AD biomarker measurement is no longer gated by lumbar
puncture or PET access. A two-step screen — plasma p-tau217 as a high-sensitivity first-line test,
followed by amyloid PET or CSF confirmation for the positive cases — is now feasible at
primary-care scale (Hansson et al., 2023). The 2024 NIA-AA criteria (Jack et al., 2024) formalize
this by accepting plasma p-tau217 as a diagnostic biomarker, and the FDA cleared the Lumipulse
plasma p-tau217/Aβ42 ratio test in 2025.

2.6 Beyond ATN: The Glial, Synaptic, Vascular, and Metabolic Axes

The ATN framework's explicit limitation is its restriction to amyloid, tau, and neurodegeneration.
The framework deliberately excluded markers that index the response to AD pathology — glial
reactivity, synaptic loss, vascular dysfunction, immunometabolic shift — because the developers of
the framework judged the evidence base insufficient in 2018. The intervening seven years have
substantially closed that gap. The proposed expansion to ATN(X), where X indexes one or more of
the response axes, is now under active consideration by the NIA-AA biomarker working groups.
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The glial axis is indexed by plasma GFAP (astrocyte reactivity), CSF sTREM2 (microglial
activation), and CSF YKL-40/CHI3L1 (chitinase-like astrocyte and microglial product). Each
marker has a temporal signature: GFAP rises in late preclinical phase and tracks amyloid
accumulation; sTREM2 rises during the transition from preclinical to prodromal phase; YKL-40
rises later, in prodromal/dementia phase, and tracks neurodegeneration rate (Craig-Schapiro et al.,
2010; Suárez-Calvet et al., 2016a; Pereira et al., 2021).

The synaptic axis is indexed by CSF neurogranin (a postsynaptic dendritic-spine protein), CSF
SNAP-25 (a presynaptic vesicular protein), and CSF synaptotagmin-1 (a presynaptic calcium
sensor). Neurogranin is the best characterized and rises in late preclinical phase, tracking with future
cognitive decline (Kvartsberg et al., 2015; Portelius et al., 2018; Tarawneh et al., 2016). The
synaptic markers index the disease-relevant variable that ATN's N most poorly captures: synaptic
dysfunction precedes overt neuronal death by years, and synaptic loss in AD is the substrate of the
cognitive symptoms (Terry et al., 1991; DeKosky and Scheff, 1990).

The vascular axis is indexed by FLAIR-MRI WMH burden, CSF/serum albumin ratio (a
crude BBB-integrity index), and dynamic contrast-enhanced MRI of BBB permeability. WMH
burden is the most robust and is increasingly recognized as a contributor to AD progression rate
even when not the primary etiology (Brickman et al., 2015; Lo and Jagust, 2012; Sweeney et al.,
2018).

The metabolic axis is indexed by the plasma and CSF kynurenine-to-tryptophan ratio (KTR),
reflecting inflammatory IDO induction; by plasma NAD+ precursors (NMN, NR, NAM) and the
NAD+/NADH ratio (where measurable); and by FDG-PET as a topographic metabolic readout
(Lim et al., 2017; van der Velpen et al., 2019; Truchard & Gustafsson, 2026, The Tryptophan
Partition). The metabolic axis is the least operationalized of the four post-ATN axes but supplies the
mechanistic coupling to the Bioenergetic Collapse and Homeostatic Microglial Collapse theses.

2.7 Gaps in the Literature

Five significant gaps motivate the present synthesis. First, the AD biomarker literature is organized
predominantly by marker rather than by phase; reviews of any individual marker treat all three phases
as a continuous trajectory rather than as discrete signature regimes. Second, the temporal-ordering
question — which marker rises before which — has been addressed for individual marker pairs but
not systematically across the full constellation. Third, the fluid-of-choice question — when a marker
is most informative in CSF vs. plasma vs. PET — has been studied marker-by-marker but not
integrated. Fourth, the mechanistic mapping of biomarkers to the underlying disease infrastructure
remains largely informal; the explicit correspondence between, for example, CSF neurogranin and
PV+ interneuron loss has not been quantitatively established. Fifth, the implications of the plasma
biomarker revolution for trial design and clinical practice are still being absorbed, and the field lacks
a unified framework for biomarker-defined inclusion criteria. This dissertation addresses each gap.
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3. Methodology

3.1 Disciplinary Approach

This dissertation adopts a systems-level integrative review methodology, synthesizing primary
experimental literature, large-cohort biomarker studies, clinical trial data, and theoretical
frameworks across CSF/plasma analytical chemistry, neuroimaging, immunometabolism, and
clinical neurology. The approach is consistent with the integrative dissertation tradition established
for the Collapse trilogy.

3.2 Source Selection Criteria

Primary sources were selected for publication in peer-reviewed journals indexed in
PubMed/MEDLINE, for sample sizes adequate to support claimed effect sizes, for use of validated
assays with reported analytical performance, and for relevance to one or more of the three temporal
phases. Large-cohort consortia (DIAN, ADNI, AIBL, BioFINDER, A4, IDEAS) are cited as the
principal source of phase-temporal evidence because their longitudinal designs supply the
within-subject trajectories that cross-sectional studies cannot. Review articles are cited for
historiographical positioning but are not used as primary evidence for mechanistic claims.

3.3 Analytical Framework

The analysis proceeds through four levels of integration. At the assay level, the analytical
characteristics of each marker (limit of detection, dynamic range, inter-assay variability, fluid
compatibility) are characterized as the constraint on what the marker can clinically support. At the
physiologic level, the marker is mapped to the cellular and subcellular process it reflects (e.g.,
neurogranin to postsynaptic-spine integrity, GFAP to astrocyte reactive state). At the temporal
level, the marker is mapped to the AD phase in which it first emerges, plateaus, or declines, with
reference to longitudinal-cohort data. At the clinical level, the marker is evaluated for its
diagnostic, prognostic, or trial-stratification utility within each phase.

3.4 Citation Protocol

Citations follow APA 7th edition. Primary biomarker claims are cited to originating papers or to the
consortium reports in which they were first established at scale. Where conflicting evidence exists,
both sides are cited and the conflict is characterized.
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4. Chapter I — The Preclinical Phase: Amyloid Accrual and
the Silent Decade

4.1 Defining the Phase

The preclinical phase of Alzheimer's disease is the interval — estimated at 15–25 years in length —
during which AD molecular pathology is measurable in vivo but cognition remains within the
normal range. The 2011 NIA-AA criteria (Sperling et al., 2011) operationally defined three
preclinical sub-stages: Stage 1 (amyloid positivity alone), Stage 2 (amyloid plus evidence of
neurodegeneration or tau), and Stage 3 (Stages 1–2 plus subtle cognitive change short of MCI). The
2018 framework (Jack et al., 2018) simplified this to "A+T-" (amyloid alone) and "A+T+" (amyloid
plus tau) preclinical states. The 2024 update (Jack et al., 2024) accepts plasma p-tau217 as a
sufficient T-marker, with the consequence that preclinical AD can now in principle be diagnosed
from a venous blood sample.

The phase is operationally important because it is the therapeutic window in which secondary
prevention is possible. The lecanemab and donanemab trials (van Dyck et al., 2023; Sims et al.,
2023) demonstrated 25–35% slowing of cognitive decline in symptomatic early-AD patients; the
AHEAD 3-45 trial (ongoing, results expected 2027) is testing the same drug in preclinical AD with
the hypothesis that the effect size will be substantially larger when amyloid is removed before
downstream tau pathology has been seeded.

4.2 CSF Aβ42/40: The Earliest Biomarker

CSF Aβ42 was the first AD biomarker to demonstrate preclinical-phase sensitivity. The mechanism
is straightforward: as amyloid plaques sequester Aβ42 in cortical parenchyma, the soluble Aβ42
pool that exchanges with CSF declines. The decline is detectable approximately 15–25 years before
symptom onset in autosomal-dominant AD (Bateman et al., 2012; the DIAN cohort) and is
estimated at 10–20 years before symptom onset in sporadic AD (Villemagne et al., 2013). CSF Aβ42
alone is confounded by inter-individual variation in total amyloid production; the Aβ42/40 ratio
corrects this confound by normalizing to Aβ40, which does not preferentially aggregate. The
Aβ42/40 ratio has a concordance with amyloid PET above 0.90 across analytical platforms
(Janelidze et al., 2017; Hansson et al., 2019). It is the current reference standard for amyloid
biomarker positivity when amyloid PET is not available.
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4.3 Amyloid PET: The Topographic Reference

Amyloid PET supplies a direct, topographic measurement of fibrillar Aβ deposition. The
first-generation ligand, [^11C]PIB (Klunk et al., 2004), has a short half-life (20 minutes) requiring
on-site cyclotron production; the second-generation [^18F] ligands — florbetapir (Amyvid),
florbetaben (Neuraceq), and flutemetamol (Vizamyl) — have 110-minute half-lives and are now in
routine clinical use. The Centiloid scale (Klunk et al., 2015) supplies a tracer-independent
quantification: values below 12 Centiloids are normal, 12–24 are borderline, 24–50 are early
positive, 50–100 are moderately positive, and >100 are advanced. The temporal trajectory in DIAN
shows Centiloid values rising from 12 to 50 over approximately 10–15 years and plateauing
thereafter. Sporadic AD shows a similar trajectory with greater inter-individual variation.

The clinical interpretation of amyloid PET in preclinical phase has shifted with the introduction
of anti-amyloid therapy: a positive amyloid PET in a cognitively normal individual is now a
candidate finding for secondary-prevention treatment in trials and, increasingly, in clinical practice.
The shift has driven the development of plasma p-tau217 as a "pre-screen" that reduces the
population referred for amyloid PET to those with high pre-test probability of positivity.

4.4 Plasma Aβ42/40: The Population-Scale Screen

Plasma Aβ42/40 was technically feasible from the early 2000s but achieved analytical performance
sufficient for clinical use only with the high-precision mass spectrometric methods of Nakamura et
al. (2018) and Schindler et al. (2019). The effect size of amyloid positivity on plasma Aβ42/40 is
small — a 10–15% reduction — because the plasma pool is dominated by peripheral Aβ production
from sources unrelated to brain amyloid. The clinical performance (AUC 0.85–0.90 for amyloid
PET positivity) is sufficient for population screening but insufficient for definitive diagnosis. The
C2N Diagnostics PrecivityAD assay and the comparable Quanterix and Roche assays are now in
clinical use for amyloid status screening, typically in combination with plasma p-tau217 to improve
specificity.

4.5 The Earliest Non-Amyloid Signals: sTREM2 and GFAP

The preclinical phase is not entirely characterized by amyloid biomarkers alone. Two markers rise
in the late preclinical phase before amyloid PET reaches its asymptote and before any tau
biomarker becomes positive: soluble TREM2 (sTREM2) in CSF and glial fibrillary acidic protein
(GFAP) in plasma.

sTREM2 reflects microglial activation. TREM2 is a microglial transmembrane receptor whose
ectodomain is shed by ADAM10/17 proteases into the CSF; CSF sTREM2 concentration tracks
microglial-activation state. Suárez-Calvet et al. (2016a, 2016b) demonstrated that CSF sTREM2 is
elevated in preclinical and prodromal AD, with the elevation peaking in early prodromal phase.
The biological interpretation is that microglial activation — specifically, the transition toward the
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disease-associated microglia (DAM) phenotype of Keren-Shaul et al. (2017) — is an early response
to amyloid plaque accumulation and is detectable in CSF before clinical symptoms emerge.

Plasma GFAP reflects astrocyte reactivity. Benedet et al. (2021) and Pereira et al. (2021)
demonstrated that plasma GFAP is elevated in preclinical AD and that the elevation tracks with
amyloid PET centiloid values. The temporal sequence places GFAP elevation in the late preclinical
phase, with the strongest tracking signal occurring during the amyloid accumulation phase itself
rather than after amyloid PET plateaus. Plasma GFAP is the earliest plasma biomarker to rise
specifically in response to AD pathology — earlier than plasma p-tau and earlier in its trajectory
than plasma Aβ42/40 — and supplies the cleanest plasma signal of preclinical disease.

4.6 The Kynurenine-to-Tryptophan Ratio

A fourth marker that becomes informative in late preclinical phase is the plasma and CSF
kynurenine-to-tryptophan ratio (KTR), reflecting inflammatory IDO induction. Lim et al. (2017)
and van der Velpen et al. (2019) demonstrated that KTR is elevated in MCI due to AD and trends
elevated in preclinical phase. The KTR couples peripheral inflammation to central monoaminergic
decline (see The Tryptophan Partition, Truchard & Gustafsson, 2026) and supplies an
immunometabolic readout that the conventional ATN framework does not capture. KTR is less
specific to AD than amyloid biomarkers — it is also elevated in systemic infection, autoimmune
disease, and depression — but it supplies a coupling variable that the AD-specific markers do not.

4.7 The Preclinical Phase Signature

The summary signature of the preclinical phase is therefore: CSF Aβ42/40 decline (first, ~20 years
before symptoms), amyloid PET positivity (~10–15 years before symptoms), plasma Aβ42/40
decline (~10–15 years before symptoms, less robust), late-preclinical sTREM2 and plasma GFAP
elevation (~5–10 years before symptoms), and a slow rise in KTR. Critically, p-tau biomarkers
remain near normal in the preclinical phase; the transition to p-tau positivity defines the
preclinical-to-prodromal phase boundary. The clinical reading of a preclinical-phase biomarker
profile is that AD pathology is present, downstream tau pathology has not yet been seeded at
population scale, and the therapeutic window for amyloid removal is still open.

5. Chapter II — The Prodromal Phase: Tau Spread, Synaptic
Loss, and the Onset of Clinical Decline
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5.1 Defining the Phase

The prodromal phase is operationally defined as biomarker-positive (amyloid plus tau) with
objective cognitive decline (memory or other cognitive complaint with neuropsychological-test
confirmation) without functional impairment. The phase corresponds clinically to MCI due to AD
(Albert et al., 2011) and is the phase in which most AD clinical trials currently enroll, including the
symptomatic anti-amyloid trials (CLARITY-AD, TRAILBLAZER-ALZ 2). The phase typically
lasts 3–7 years before transition to dementia, though substantial inter-individual variability exists.

The dominant biomarker signature of the prodromal phase is the p-tau cascade: phosphorylated
tau isoforms appearing in CSF and plasma in a specific temporal order — p-tau231 (earliest),
p-tau217, p-tau181, total tau (latest). The cascade is the basis of the modern operationalization of
T-positivity in the ATN framework and is now extending into preclinical detection through the
most sensitive of the assays (plasma p-tau217).

5.2 The p-Tau Cascade

Tau is a microtubule-associated protein whose physiologic function in axons is microtubule
stabilization. Tau undergoes a stereotyped sequence of phosphorylation events under disease
conditions, with phosphorylation at specific residues — Ser202/Thr205 (the AT8 epitope), Thr181,
Thr217, Thr231 — preceding the formation of paired helical filaments and neurofibrillary tangles.
The relative early elevation of p-tau217 vs. p-tau181 in plasma and CSF in early AD was first
systematically established by Janelidze et al. (2020) and Palmqvist et al. (2020), and the earlier
elevation of p-tau231 was established by Ashton et al. (2021).

The temporal sequence in DIAN and BioFINDER data places CSF p-tau231 elevation 10–20
years before symptom onset (overlapping with the late preclinical phase), CSF p-tau217 elevation
5–15 years before symptom onset, CSF p-tau181 elevation 5–10 years before symptom onset, and
CSF total tau elevation 0–5 years before symptom onset (Janelidze et al., 2020; Suárez-Calvet et al.,
2020; Ashton et al., 2021). The plasma p-tau measurements lag the CSF measurements by roughly
2–5 years but follow the same order.

p-tau217 is the most clinically informative single marker. Plasma p-tau217 detects amyloid PET
positivity with AUC > 0.95 (Palmqvist et al., 2020), detects tau PET positivity with AUC > 0.90,
and distinguishes AD from other dementias with AUC > 0.95 (Mattsson-Carlgren et al., 2020). The
2024 ALZpath and Lumipulse assays achieve clinically usable analytical performance, and the 2025
FDA clearance of the Lumipulse plasma p-tau217/Aβ42 ratio test made AD biomarker
measurement available at primary-care scale.
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5.3 Tau PET: The Topographic Reading

CSF and plasma p-tau measurements report a single number per fluid; they do not distinguish
where in the brain the tau pathology is. Tau PET — with [^18F]flortaucipir (the first-generation
ligand) and the next-generation MK-6240 and PI-2620 ligands — supplies that topographic
information. The PET signal in vivo follows the Braak staging sequence established at autopsy by
Braak and Braak (1991): medial temporal lobe (Braak I–II) first, limbic structures (Braak III–IV)
second, isocortical regions (Braak V–VI) last (Schöll et al., 2016; Cho et al., 2016).

Tau PET positivity in the medial temporal lobe is the earliest tau PET signal and emerges
during the preclinical-to-prodromal transition. Isocortical tau PET positivity emerges in late
prodromal/early dementia phase. The amount of tau PET signal at any given timepoint correlates
strongly with cognitive performance in the corresponding domain (medial temporal tau with
episodic memory, posterior cingulate tau with default-mode-network function, frontal tau with
executive function). The tau PET signal is therefore a topographic prognostic marker that the fluid
measurements cannot supply.

5.4 Synaptic Markers: Neurogranin and SNAP-25

Synaptic loss is the proximal substrate of the cognitive symptoms of AD (Terry et al., 1991;
DeKosky and Scheff, 1990). The disease-relevant variable that cognitive testing measures is not
amyloid load per se but the functional integrity of cortical synapses — and synaptic loss is detectable
in CSF before it is detectable as cortical atrophy on MRI.

CSF neurogranin (a postsynaptic dendritic-spine calmodulin-binding protein, principally
expressed in cortical and hippocampal neurons) is the best-characterized fluid marker of synaptic
loss. CSF neurogranin is elevated in preclinical and prodromal AD, with the elevation tracking
future cognitive decline (Kvartsberg et al., 2015; Portelius et al., 2018; Tarawneh et al., 2016). The
temporal signature places neurogranin elevation in late preclinical/early prodromal phase, with the
strongest prognostic signal in early prodromal phase: a high CSF neurogranin in a CSF-positive
MCI patient predicts faster conversion to dementia (typically 2–3 years vs. 5–7 years for
low-neurogranin MCI).

CSF SNAP-25 (a presynaptic SNARE-complex protein) and synaptotagmin-1 (a presynaptic
calcium sensor) supply complementary readouts of presynaptic function. Their elevation in CSF in
AD is consistent with vesicular release of presynaptic-protein fragments under synaptic stress
(Brinkmalm et al., 2014; Wang et al., 2018). The presynaptic and postsynaptic markers track
together in AD but are differentially elevated in other dementias (e.g., neurogranin is relatively
preserved in DLB), supplying differential-diagnosis information that ATN markers alone do not.
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5.5 Neurofilament Light Chain: The Generic Neurodegeneration Marker

Neurofilament light chain (NfL) is a structural protein of large myelinated axons that is released into
CSF and blood upon axonal injury or degeneration. NfL is not specific to AD — it is elevated in MS,
ALS, traumatic brain injury, stroke, and frontotemporal dementia — but its non-specificity is its
diagnostic strength: it is a generic axonal-injury index that tracks total neurodegenerative burden.

Plasma NfL rises in late prodromal and dementia phase in AD (Mattsson et al., 2017; Preische
et al., 2019), with the elevation tracking cognitive decline and brain atrophy rates. In DIAN, plasma
NfL is elevated 16–22 years before symptom onset and continues to rise through the dementia
phase, providing a continuous trajectory variable that the binary amyloid and tau markers do not
(Preische et al., 2019). The clinical use of plasma NfL is principally as a progression marker rather
than a diagnostic marker: it does not distinguish AD from other dementias but it tracks the rate of
disease progression once the diagnosis is established.

5.6 FDG-PET and MRI: The Imaging Neurodegeneration Markers

FDG-PET measures regional glucose metabolism and is the imaging equivalent of NfL's fluid
measurement: a generic neurodegeneration marker. The characteristic AD pattern is
temporoparietal hypometabolism, with posterior cingulate hypometabolism appearing earliest and
inferior parietal/lateral temporal hypometabolism appearing later (Mosconi et al., 2008; Landau et
al., 2010). The pattern is informative in prodromal AD (AUC for conversion to AD dementia ~0.85
within 2 years) and supplies a topographic prognostic readout that complements CSF/plasma
neurodegeneration markers.

MRI volumetric measurement of hippocampal atrophy is the longest-established AD imaging
biomarker (Jack et al., 1999; Frisoni et al., 2010). The hippocampal volume in early prodromal AD
is 10–15% below age-matched controls and the rate of hippocampal volume loss is 3–5% per year,
vs. 0.5–1% per year in controls. The hippocampal volume measurement is now augmented by
entorhinal cortex measurement (which atrophies earlier than the hippocampus proper) and by
global gray matter measurement (which captures the disease's progression beyond the medial
temporal lobe).

5.7 The Prodromal Phase Signature

The summary signature of the prodromal phase is therefore: CSF p-tau231 and p-tau217 elevation,
plasma p-tau217 elevation, medial-temporal tau PET positivity, CSF neurogranin elevation,
FDG-PET temporoparietal hypometabolism, MRI hippocampal atrophy, plasma NfL elevation,
persistent amyloid PET positivity and sTREM2/GFAP elevation from preclinical phase. The
transition into dementia phase is marked by the spread of tau PET signal into isocortex, the plateau
of CSF p-tau (as the source of secreted tau begins to decline through neuronal loss), and the
acceleration of NfL and atrophy.
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6. Chapter III — The Dementia Phase: Network Collapse and
Glial Reactivity

6.1 Defining the Phase

The dementia phase is operationally defined as biomarker-positive with dementia syndrome
(cognitive impairment severe enough to impair daily function; CDR ≥ 1.0; MMSE typically < 24).
The phase is the clinical-disease state in which AD has historically been diagnosed and is the phase
in which most pharmacological intervention has been attempted. The phase typically lasts 6–10
years from diagnosis to death, with substantial variability driven by age at onset, vascular
comorbidity, and APOE genotype.

The biomarker signature of the dementia phase is downstream-dominant: the upstream amyloid
and tau markers plateau or decline as the disease consumes the neurons that produce them, while
the downstream neurodegeneration and glial-reactivity markers continue to rise as the cascade
reaches advanced stages. The phase's biomarker profile is therefore characterized more by the
plateau of the upstream markers than by their continued accumulation, and by the sustained elevation of
the downstream markers.

6.2 The Plateau of Upstream Markers

Amyloid PET reaches its asymptote during the late prodromal/early dementia phase and does not
continue to rise meaningfully thereafter (Jack et al., 2013; Insel et al., 2019). The amyloid load is
essentially set by the time of dementia diagnosis, with subsequent changes driven by anti-amyloid
therapy rather than by natural progression. CSF Aβ42/40 reaches a floor by the same point. CSF
p-tau levels rise into prodromal phase and then plateau or decline in dementia phase as the number
of tau-secreting neurons declines — the mechanism is cell loss removing the source of secreted tau,
leaving the residual tau-bearing neurons producing less total secretion (Mattsson-Carlgren et al.,
2020).

The plateau of upstream markers has the practical implication that the upstream markers do not track
severity within the dementia phase. A patient with mild AD dementia and a patient with severe AD
dementia have similar amyloid PET centiloids and similar CSF p-tau values; the markers cannot
distinguish them. The within-dementia-phase severity grading must be done with downstream
markers — atrophy, NfL, FDG-PET — or with cognitive testing directly.
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6.3 Plasma NfL: Sustained Elevation

Plasma NfL continues to rise through the dementia phase, with values 3–5x baseline in mild
dementia and 10–20x baseline in severe dementia (Mattsson et al., 2017). The continued rise reflects
the ongoing axonal-injury burden as the disease consumes cortical and white-matter axons. Plasma
NfL is the best-validated plasma marker of disease severity within the dementia phase, and the rate
of NfL rise predicts the rate of subsequent cognitive decline. NfL elevation in this phase is not
specific to AD; comparable elevations are seen in advanced FTD, DLB, and vascular dementia, and
the marker therefore reports total neurodegenerative burden rather than AD-specific severity.

6.4 MRI Atrophy: From Medial Temporal to Global

MRI atrophy in the dementia phase progresses from medial temporal lobe (already advanced in
prodromal phase) to global cortical involvement. The atrophy pattern in early dementia phase is
"AD-typical" — temporoparietal predominant, with relative preservation of primary motor and
sensory cortices — and the pattern can support differential diagnosis from FTD (which shows
frontal/anterior temporal atrophy) and from DLB (which shows relatively preserved cortical volume
early). By moderate-to-severe dementia, the atrophy is global, and the imaging is no longer
differentiating between AD and other late-stage dementias.

The atrophy rate in AD dementia is 2–4% global gray matter per year and 5–8% hippocampal
per year, vs. <1% per year and <2% per year respectively in age-matched controls (Fox et al., 2000;
Jack et al., 2008). The atrophy rate predicts subsequent cognitive decline and mortality. Cortical
thickness measurements (FreeSurfer, ANTs) supply more sensitive regional measures than total
volume.

6.5 Glial Reactivity: GFAP, sTREM2, YKL-40

The glial-reactivity markers reach their sustained elevation in dementia phase, though each rises
along a distinct trajectory. Plasma GFAP — already elevated in late preclinical phase — continues
to rise through prodromal and into dementia phase, reaching values 3–5x baseline in established
dementia (Pereira et al., 2021). The continued rise reflects ongoing astrocyte reactivity in response
to the persisting amyloid load and the growing neurodegeneration burden.

CSF sTREM2 follows a more complex trajectory: it rises in preclinical phase, peaks in early
prodromal phase, and then declines in dementia phase as microglial number declines through age
and disease-related microglial dysfunction. The dementia-phase decline in sTREM2 is interpreted
as a loss of microglial protective capacity — the microglia that were responding to early amyloid
pathology have transitioned into dysfunctional states (the disease-associated microglia of
Keren-Shaul et al., 2017; the dystrophic microglia of Streit et al., 2009) and are no longer producing
the active TREM2 shedding that drives sTREM2 elevation.
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CSF YKL-40/CHI3L1 is elevated principally in dementia phase, reflecting reactive astrocyte
and microglial activity in established disease (Craig-Schapiro et al., 2010). It supplies a marker of
advanced neuroinflammation that complements the earlier-rising GFAP and sTREM2.

6.6 Vascular Comorbidity Markers

The dementia phase is the phase in which vascular comorbidity becomes a major contributor to
clinical progression rate. White matter hyperintensity (WMH) burden on FLAIR MRI is the most
widely measured vascular marker; large WMH volumes predict faster cognitive decline within AD
dementia even when amyloid and tau status are matched (Brickman et al., 2015). Cerebral
microbleeds (visible on susceptibility-weighted MRI) supply a related vascular readout and are
particularly relevant in the context of anti-amyloid therapy (where they predict ARIA-H risk).

Blood–brain barrier integrity, measured by CSF/serum albumin ratio (Q-albumin) or by
dynamic contrast-enhanced MRI (Sweeney et al., 2018; Iturria-Medina et al., 2016), is increasingly
recognized as a contributor to AD progression. Elevated Q-albumin in AD dementia predicts faster
decline and is hypothesized to reflect the pericyte and endothelial dysfunction that the Vascular
Dimension paper (Truchard & Gustafsson, 2026) treats as a fourth Collapse axis.

6.7 The Dementia Phase Signature

The summary signature of the dementia phase is therefore: plateau or decline of amyloid PET and
CSF p-tau (with continued amyloid PET positivity), sustained and rising plasma NfL, progressive
MRI atrophy from medial temporal to global, sustained plasma GFAP elevation, declining
sTREM2 (microglial dysfunction), rising YKL-40 (advanced glial reactivity), accumulating WMH
and Q-albumin (vascular comorbidity), persistent KTR elevation (immunometabolic), and broad
FDG-PET hypometabolism. The clinical reading is that the disease has shifted from a driver-dominant
state (in which amyloid and tau are actively accumulating) to a downstream-dominant state (in which
the consequences of accumulated pathology dominate, and severity is reported by
neurodegeneration and glial-reactivity markers rather than by the proteinopathic upstream
markers).

7. Chapter IV — Beyond ATN: Glial, Synaptic, Vascular, and
Metabolic Markers Across the Cascade
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7.1 The Limits of ATN

The ATN framework's explicit restriction to amyloid, tau, and neurodegeneration was justified in
2018 by the maturity of the evidence base for each axis. In the seven years since, the evidence base
for four additional axes — glial, synaptic, vascular, metabolic — has substantially expanded, and
each axis now supplies a clinically informative dimension that ATN does not capture. The 2024
NIA-AA criteria explicitly acknowledged this and identified the glial axis (specifically plasma GFAP)
as a candidate for inclusion in a future expanded framework. The expansion proposal "ATN(X)" —
in which X indexes one or more of the response axes — is now under active discussion.

The four response axes share a structural property: each indexes the response of a specific
compartment to the AD core pathology rather than the core pathology itself. Glial markers index
the response of astrocytes and microglia. Synaptic markers index the response of neuronal synapses.
Vascular markers index the response of cerebral vasculature. Metabolic markers index the systemic
immunometabolic state. The four together supply the response phenotype of AD, distinct from the core
proteinopathy that defines it.

7.2 The Glial Axis: GFAP, sTREM2, YKL-40

The glial axis is the most clinically advanced of the response axes. Plasma GFAP — already
discussed in Chapters I and III — is the earliest-rising and most clinically useful single glial marker,
with elevation detectable in late preclinical phase and continued rise through prodromal and
dementia phases. The Pereira et al. (2021) and Benedet et al. (2021) studies established that plasma
GFAP tracks with amyloid PET load and supplies prognostic information beyond plasma p-tau217
in mixed cohorts.

CSF sTREM2 has a more complex trajectory — rising in preclinical, peaking in early
prodromal, declining in dementia — that itself supplies phase information: a high sTREM2 in a
biomarker-positive individual suggests early-phase disease, while a low sTREM2 in a
biomarker-positive individual suggests advanced microglial dysfunction. The Heslegrave et al.
(2016) and Suárez-Calvet et al. (2019) studies established the trajectory in large cohorts.

CSF YKL-40 (chitinase-3-like 1) supplies a marker of advanced glial activation and is
principally elevated in dementia phase. YKL-40 elevation in CSF is consistent across AD, ALS, MS,
and traumatic brain injury, indicating that it reports a generic advanced neuroinflammation state
rather than an AD-specific signal (Craig-Schapiro et al., 2010; Olsson et al., 2016).

The clinical implication is that the glial axis supplies a phase-resolved readout: plasma GFAP for
amyloid-coupled astrocyte response (preclinical-onward), CSF sTREM2 for microglial activation
peaking in prodromal phase, and CSF YKL-40 for advanced inflammation in dementia phase. The
three together supply a neuroinflammatory staging that is independent of amyloid and tau.
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7.3 The Synaptic Axis: Neurogranin, SNAP-25, Synaptotagmin-1

The synaptic axis indexes the disease-relevant variable that cognitive testing measures: synaptic
functional integrity. CSF neurogranin is the best-characterized marker, with elevation in preclinical
and prodromal phase tracking future cognitive decline. The Kvartsberg et al. (2015) and Portelius et
al. (2018) studies established CSF neurogranin as a synaptic marker with diagnostic and prognostic
value, and the Tarawneh et al. (2016) study demonstrated that CSF neurogranin predicts cognitive
decline beyond what amyloid and tau markers predict.

CSF SNAP-25 and synaptotagmin-1 supply presynaptic markers complementary to the
postsynaptic neurogranin (Brinkmalm et al., 2014; Wang et al., 2018). The presynaptic markers are
particularly informative in differential diagnosis: SNAP-25 is preferentially elevated in AD over
DLB, while synaptotagmin-1 is preferentially elevated in early synaptopathic states. The combined
synaptic-marker panel supplies a richer readout of synaptic state than any single marker.

The synaptic axis maps directly to the Convergent Synaptic Collapse thesis (Truchard &
Gustafsson, 2026): the dissertation's claim that PV+ interneurons, perineuronal nets, and
gamma-frequency oscillations constitute a convergent infrastructure on which AD acts is
operationally testable through synaptic biomarker measurements. Specifically, CSF parvalbumin
(still in research-assay development) and CSF aggrecan (a perineuronal-net core protein) would
supply the most direct biomarker readout of the CSC framework's central claims.

7.4 The Vascular Axis: WMH, BBB Permeability, Pulse-Wave Indices

The vascular axis indexes the response of cerebral vasculature to age, hypertension, diabetes, and
AD-specific cerebral amyloid angiopathy. WMH burden on FLAIR MRI is the most widely
measured marker and is elevated even in preclinical AD; the Brickman et al. (2015) and Lo and
Jagust (2012) studies established that WMH burden predicts AD progression rate independent of
amyloid and tau status.

Blood–brain barrier permeability — measured by CSF/serum albumin ratio (Q-albumin) or by
dynamic contrast-enhanced MRI — is elevated in AD and supplies a more proximal measure of
vascular dysfunction. The Sweeney et al. (2018) and Nation et al. (2019) studies demonstrated that
BBB breakdown in the hippocampus precedes overt AD pathology, supplying evidence that
vascular dysfunction is upstream rather than downstream of cognitive decline in at least a subset of
cases.

The Vascular Dimension paper of the Collapse trilogy (Truchard & Gustafsson, 2026) develops
the case for treating vascular dysfunction as a fourth Collapse axis, coupled to the synaptic,
microglial, and bioenergetic axes through pericyte–endothelial–microglial signaling. The vascular
biomarkers — WMH, Q-albumin, DCE-MRI permeability, pulse-wave velocity — supply the
operational readout for that fourth axis.



The Biomarker Cascade Organic Network Synthesis

26

7.5 The Metabolic Axis: KTR and NAD+ Precursors

The metabolic axis is the least operationalized of the four response axes but supplies the most direct
coupling to the Bioenergetic Collapse thesis. The plasma and CSF kynurenine-to-tryptophan ratio
(KTR) reflects inflammatory IDO induction and is elevated in MCI due to AD (Lim et al., 2017;
van der Velpen et al., 2019; Sorgdrager et al., 2019). The KTR couples peripheral inflammation to
central monoaminergic decline and to the de novo NAD+ biosynthesis arm; the Tryptophan Partition
dissertation (Truchard & Gustafsson, 2026) develops the full mechanistic framework.

Plasma NAD+ precursors (NMN, NR, NAM) and downstream metabolites
(1-methylnicotinamide, methylnicotinamide-oxide) supply readouts of NAD+ metabolism. The
methods for plasma NAD+ precursor measurement have matured substantially since 2020 (Migaud
et al., 2024; Liu et al., 2018), and small-cohort studies suggest reductions in NAD+ precursor
availability in AD. The clinical utility of NAD+ metabolic measurement remains under
investigation, and the markers are not yet routine, but they supply the most direct readout of the
Bioenergetic Collapse axis.

FDG-PET (already discussed in Chapter II) supplies the imaging-based metabolic readout:
regional glucose hypometabolism in temporoparietal cortex, posterior cingulate, and lateral parietal
areas. FDG-PET is the most clinically available metabolic marker and is routinely used in AD
diagnosis.

7.6 Cross-Axis Coupling

The four response axes are not independent; they are coupled through the underlying mechanistic
infrastructure. Glial reactivity (GFAP, sTREM2) and metabolic shift (KTR) are coupled through
neuroinflammatory IDO induction. Synaptic loss (neurogranin) and bioenergetic stress (KTR,
NAD+ depletion) are coupled through PV+-interneuron metabolic demand (Kann et al., 2014;
Truchard & Gustafsson, 2026, Convergent Synaptic Collapse). Vascular dysfunction (WMH, Q-albumin)
and microglial state (sTREM2, GFAP) are coupled through pericyte–microglial signaling.

The cross-axis coupling has the practical consequence that an extended biomarker panel —
ATN(GSVM), where G is glial, S is synaptic, V is vascular, and M is metabolic — supplies a richer
phenotypic characterization than ATN alone. The seven-axis panel (or some clinically tractable
subset) is the natural endpoint of the post-ATN biomarker development trajectory and is the
framework on which the next decade of trial design will likely be organized.
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8. Chapter V — The Plasma Biomarker Revolution and the
Democratization of Early Detection

8.1 The Pre-Plasma Era

For most of the AD biomarker era — from the 1995 establishment of CSF Aβ42 measurement
through 2018 — definitive AD biomarker measurement required CSF (via lumbar puncture) or
PET (with cyclotron-produced or unit-dose [^18F] tracers). Both modalities are limited in access:
lumbar puncture is performed in specialized centers, requires patient consent for a moderately
invasive procedure, and is contraindicated in patients on anticoagulation or with intracranial mass
effect; PET is performed in centers with the relevant imaging infrastructure, costs $3,000–$6,000
per scan, and is reimbursed only in defined clinical contexts (Medicare CMS-1418-F policy,
post-2022). The consequence is that, throughout this era, AD biomarker measurement was
effectively rationed to memory-clinic populations and to clinical-trial enrollees.

The pre-plasma era was therefore an era in which the biomarker-defined disease and the clinically
diagnosed disease were largely the same population, distinguished only by the small minority of
clinically diagnosed AD patients who underwent biomarker confirmation and by the small minority
of preclinical cohorts (DIAN, A4, AHEAD 3-45) in which biomarker measurement preceded
clinical diagnosis. The population-level epidemiology of preclinical AD was estimated from the
cohort studies and modeled from autopsy series; it was not directly measured.

8.2 The Plasma Aβ42/40 Wave (2018–2020)

The first wave of the plasma revolution began in 2018 with the high-precision mass spectrometric
measurement of plasma Aβ42/40 (Nakamura et al., 2018; Schindler et al., 2019). The effect size of
amyloid positivity on plasma Aβ42/40 is small — a 10–15% reduction — and the AUC for amyloid
PET positivity is 0.85–0.90. The clinical performance is sufficient for population-level screening but
insufficient for definitive diagnosis. The C2N Diagnostics PrecivityAD assay, FDA-cleared in 2020,
was the first commercial plasma Aβ assay; it is used principally as a high-NPV ruling-out test in
symptomatic populations.
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8.3 The Plasma p-Tau217 Wave (2020–2024)

The second and more consequential wave began in 2020 with the demonstration that plasma
p-tau217 detects amyloid PET positivity with AUC > 0.95 (Palmqvist et al., 2020; Janelidze et al.,
2020). The effect size of amyloid positivity on plasma p-tau217 is large — a 3–5x elevation —
because p-tau217 is preferentially elevated by AD pathology and is much less affected by peripheral
processes than Aβ. The clinical performance is sufficient for diagnostic rather than merely screening
use, and the marker has been adopted as the first-line plasma test in memory-clinic practice.

The 2023 publications of the ALZpath (Mielke et al., 2023) and Lumipulse (Brum et al., 2023)
plasma p-tau217 assays demonstrated clinically usable analytical performance at scale, with central
laboratory variability under 10% and clinical-grade quality control. The 2025 FDA clearance of the
Lumipulse plasma p-tau217/Aβ42 ratio test for AD diagnosis made high-quality plasma AD
biomarker measurement available in primary-care laboratory networks.

8.4 The Plasma GFAP Adjunct

Plasma GFAP — already discussed in Chapter I — supplies a complementary readout to plasma
p-tau217. GFAP is the earliest-rising plasma AD biomarker, with elevation detectable in late
preclinical phase before p-tau217 becomes positive (Benedet et al., 2021; Pereira et al., 2021). The
combination of plasma GFAP plus plasma p-tau217 supplies a two-marker panel that captures
preclinical-phase signal (GFAP) and prodromal-phase signal (p-tau217); the AUCs for amyloid PET
positivity and for prediction of clinical AD progression are both improved over either marker alone.

8.5 Plasma NfL: The Generic Progression Marker

Plasma NfL — discussed in Chapter II — supplies the third workhorse plasma marker. NfL is
non-specific to AD but tracks total neurodegenerative burden and supplies a continuous-trajectory
variable that the binary amyloid and tau markers do not. The clinical use of plasma NfL in AD is
principally as a progression marker after diagnosis is established, with serial NfL measurements
supplying a quantitative readout of disease activity that can be used to assess treatment response or
to predict short-term decline.

8.6 The Two-Step Screen and Population-Scale Detection

The practical consequence of the plasma revolution is the feasibility of a two-step screening strategy
for AD: plasma p-tau217 (plus GFAP, optionally) as a high-sensitivity first-line test, followed by
amyloid PET or CSF confirmation for the positive cases. The Hansson et al. (2023) BioFINDER
analysis demonstrated that a two-step plasma � confirmatory strategy can identify amyloid-positive
individuals at primary-care scale with positive predictive value > 0.85 and at one-third the cost of an
amyloid-PET-first strategy.
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The clinical implementation of this strategy is now under active development. The U.S.
Medicare CMS has signaled interest in covering plasma AD biomarker tests in symptomatic
populations; the U.K. NHS has begun pilot implementation in memory clinics; and several
European national health systems are developing screening pathways. The clinical-trial implications
are equally substantial: enrollment in symptomatic AD trials can now be biomarker-confirmed at
primary-care scale, and enrollment in preclinical trials can be biomarker-pre-screened at population
scale.

8.7 The Disappearance of "Asymptomatic" Cohorts

A subtler implication of the plasma revolution is the disappearance, in any operational sense, of a
pure "asymptomatic" preclinical cohort. As plasma p-tau217 testing extends into primary-care
practice, the population of biomarker-positive but cognitively normal individuals will, for the first
time, be systematically identified. The clinical and ethical implications are substantial: should
asymptomatic biomarker-positive individuals be informed of their status? Should they be offered
treatment? Should they be enrolled in monitoring programs?

The current consensus (Rabinovici et al., 2024) is that asymptomatic biomarker-positive
individuals should not routinely be tested outside research contexts because the available treatments
(lecanemab, donanemab) are not FDA-approved for preclinical AD. The AHEAD 3-45 trial results
(expected 2027) will likely shift this consensus: if amyloid removal in preclinical AD substantially
reduces progression to MCI, the case for routine screening and treatment in asymptomatic
biomarker-positive populations becomes substantial, and the clinical landscape will reorganize
around a fundamentally different model of AD as a chronic preclinical disease analogous to
hypertension or hyperlipidemia.

9. Chapter VI — Mapping the Biomarker Cascade to the
Collapse Trilogy
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9.1 The Trilogy's Three Axes

The Collapse trilogy identifies three mechanistic axes of AD: a synaptic-circuit axis (PV+
interneurons, perineuronal nets, gamma oscillations), a microglial-state axis (loss of
TGF-β/SMAD-maintained homeostatic identity), and a bioenergetic-substrate axis (mitochondrial
quality-control failure, NAD+ depletion, autophagy-lysosomal collapse). The trilogy's claim is that
each axis supplies a convergent infrastructure on which the disease-specific molecular drivers (Aβ,
tau) act, and that the three axes are coupled through TREM2-PI3K-AKT-mTOR microglial
support, v-ATPase ATP-dependent lysosomal acidification, and PV+ interneuron energetics.

The biomarker cascade developed in this dissertation supplies the clinical readout of the three
axes. Each axis is operationalized through a specific subset of biomarkers, and the temporal phase in
which the corresponding markers come online determines when the underlying axis becomes
clinically measurable.

9.2 The Synaptic Axis

The synaptic axis is operationalized through:

- Direct markers: CSF neurogranin (postsynaptic), CSF SNAP-25 and synaptotagmin-1
(presynaptic). Neurogranin emergence in late preclinical phase indexes the first synaptic loss;
SNAP-25/synaptotagmin-1 emergence in prodromal phase indexes presynaptic-functional collapse.
- Indirect/imaging markers: FDG-PET temporoparietal hypometabolism (regional synaptic
function), MRI hippocampal atrophy (downstream from synaptic loss), tau PET (synaptic-tau
accumulation in axons and synaptic terminals). - Specific to the CSC framework: CSF
parvalbumin (PV+-interneuron loss; research assay) and CSF aggrecan (perineuronal-net core
protein; research assay). These markers would supply the most direct readout of the CSC
framework's central claim that PV+ interneurons and PNNs are the convergent substrate of AD;
their development for clinical use is a priority for the next decade.

The temporal sequence of synaptic-axis markers — neurogranin (late preclinical) �
SNAP-25/synaptotagmin-1 (prodromal) � FDG-PET (prodromal) � atrophy
(prodromal-dementia) � cognitive symptoms (prodromal-dementia) — supplies the operational
sequence in which the synaptic axis is recognized.

9.3 The Microglial Axis

The microglial axis is operationalized through:

- Direct markers: CSF sTREM2 (microglial activation), plasma GFAP (astrocyte reactivity;
coupled to microglial state through cytokine signaling), CSF YKL-40 (advanced
microglial/astrocyte activation), plasma sTREM2 (emerging in research, less established than CSF).
- Indirect markers: KTR (inflammatory IDO induction in microglia and peripheral monocytes),
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plasma cytokines (IL-6, TNF-α, IL-1β; less specific but supportive). - Specific to the HMC
framework: CSF or plasma TGF-β1, CSF SMAD3 phosphorylation (research methods), and
microglial-state transcriptomic profiling from CSF-isolated microglia (emerging research
methodology). These would supply the most direct readout of the Homeostatic Microglial Collapse
thesis's central claim that loss of TGF-β/SMAD-maintained homeostatic identity is the upstream
microglial-state transition.

The temporal sequence — plasma GFAP (late preclinical) � CSF sTREM2 rise
(preclinical-prodromal transition) � CSF sTREM2 peak (early prodromal) � KTR rise (prodromal)
� CSF YKL-40 rise (dementia) � CSF sTREM2 decline (dementia) — supplies a phase-resolved
readout of microglial-state evolution.

9.4 The Bioenergetic Axis

The bioenergetic axis is operationalized through:

- Direct markers: KTR (immunometabolic state), plasma NAD+ precursors
(research-grade), plasma 1-methylnicotinamide (NAD+ degradation product), CSF lactate
(anaerobic metabolic shift), plasma BHB (ketogenic capacity index). - Indirect/imaging
markers: FDG-PET (regional glucose metabolism), MRS measurement of brain NAA
(mitochondrial proxy), DTI/MRI measures of axonal integrity (downstream from mitochondrial
dysfunction). - Specific to the BC framework: plasma p-tau and amyloid biomarkers indirectly
reflect the proteostatic component of the bioenergetic axis (mitophagy and macroautophagy failure
produce proteinopathy), and the LC-specific [^11C]MeNER PET or neuromelanin-sensitive MRI
supply LC-specific readouts of the locus coeruleus pathway that the BC framework identifies as the
earliest site of AD pathology.

The temporal sequence — LC neuromelanin signal decline (very early, preclinical) � KTR rise
(preclinical-prodromal) � FDG-PET hypometabolism (prodromal) � plasma NAD+ precursor
decline (prodromal-dementia) � CSF lactate elevation (dementia) — supplies a phase-resolved
readout of bioenergetic decline.

9.5 The Coupling: Where Biomarkers Cross Axes

The trilogy's coupling claims (TREM2-mTOR microglial energetics, v-ATPase ATP-dependent
lysosomal acidification, PV+ interneuron metabolic demand) are operationally testable through
cross-axis biomarker correlation. Specifically:

- CSF sTREM2 (microglial) × KTR (bioenergetic): should be positively correlated, with
the correlation reflecting the immunometabolic coupling between microglial activation and
inflammatory IDO induction. - CSF neurogranin (synaptic) × FDG-PET (bioenergetic):
should be positively correlated, with the correlation reflecting PV+ interneuron metabolic demand
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as the substrate of synaptic loss. - WMH (vascular) × CSF sTREM2 (microglial): should be
positively correlated, with the correlation reflecting pericyte–microglial coupling.

Cross-axis biomarker correlation in large cohorts has been incompletely characterized; the
BioFINDER, ADNI, and DIAN cohorts have collected the relevant marker data and could in
principle support the analysis. The cross-axis correlations are the operational test of the trilogy's
coupling claims and are a priority for the next phase of the methodology.

9.6 The Phase × Axis Matrix

The integration of the trilogy's three axes (plus the vascular and proteinopathy axes) with the
cascade's three phases (preclinical, prodromal, dementia) generates a phase × axis matrix in which
each cell is populated by the dominant biomarker readout for that phase × axis combination. The
matrix is the natural endpoint of the integration developed in this dissertation:

- Preclinical × Synaptic: CSF neurogranin (emerging) - Preclinical × Microglial: plasma
GFAP, CSF sTREM2 (early elevation) - Preclinical × Bioenergetic: LC neuromelanin signal
decline, mild KTR rise - Preclinical × Vascular: early WMH (modest), Q-albumin (modest) -
Preclinical × Proteinopathy (A/T): CSF Aβ42/40 decline, amyloid PET positive, plasma
p-tau231 emerging - Prodromal × Synaptic: CSF neurogranin (established), SNAP-25,
FDG-PET, hippocampal atrophy - Prodromal × Microglial: CSF sTREM2 peak, plasma
GFAP rising, KTR rising - Prodromal × Bioenergetic: FDG-PET hypometabolism, plasma
NAD+ precursor decline - Prodromal × Vascular: WMH accumulation, BBB-permeability
increase - Prodromal × Proteinopathy: plasma p-tau217 elevation, CSF p-tau181/217/231
elevation, tau PET medial-temporal - Dementia × Synaptic: advanced atrophy, generalized
FDG-PET hypometabolism, plasma NfL elevation - Dementia × Microglial: sustained plasma
GFAP, CSF sTREM2 decline (dysfunction), CSF YKL-40 elevation - Dementia × Bioenergetic:
CSF lactate elevation, plasma NAD+ depletion, broad FDG-PET hypometabolism - Dementia ×
Vascular: WMH burden, Q-albumin elevation, cerebral microbleeds - Dementia ×
Proteinopathy: amyloid PET plateau, CSF p-tau plateau, tau PET isocortical

The matrix supplies the operational vocabulary in which biomarker-guided staging and trial
design will be conducted in the next decade.

10. Chapter VII — Therapeutic Windows, Trial Design, and
the Operationalization of Secondary Prevention



ONS: The Biomarker Cascade AdultCognitiveDisease.com

33

10.1 The Phase-Window Concept

The phase-mapping developed in the preceding chapters has direct implications for
therapeutic-window targeting. Each AD-modifying intervention has a window in which its effect size
is largest, and the window is defined not by clinical category (preclinical, MCI, dementia) but by
biomarker phase. The anti-amyloid antibodies (lecanemab, donanemab) have their largest effect
sizes in early symptomatic AD — the prodromal-to-early-dementia transition — because that is the
phase in which amyloid pathology is still actively driving downstream cascade events. Anti-tau
approaches (currently in trial: zagotenemab, semorinemab, JNJ-63733657) are expected to have
larger effect sizes earlier — late preclinical to early prodromal — because tau pathology is still
spreading and the spread is the mechanism by which the cascade propagates. Anti-inflammatory
and metabolic approaches may have effects across the full cascade, with secondary-prevention
effects expected to be largest in preclinical phase.

The phase-window concept reorganizes trial design from "AD" or "MCI due to AD" inclusion
criteria to "biomarker-phase X" inclusion criteria. The current generation of AD trials is in
transition toward this framework: the lecanemab Phase 3 (CLARITY-AD) used
biomarker-confirmed early AD (MCI/mild dementia with amyloid PET or CSF positivity); the
AHEAD 3-45 trial uses biomarker-confirmed preclinical AD with sub-stratification by amyloid PET
burden. The next-generation trials are expected to use plasma p-tau217 thresholds for inclusion and
plasma p-tau217 × plasma GFAP × plasma NfL panels for stratification.

10.2 The Lecanemab/Donanemab Phase Test

The 2023 CLARITY-AD (lecanemab; van Dyck et al., 2023) and TRAILBLAZER-ALZ 2
(donanemab; Sims et al., 2023) trials are the first phase-window tests of an AD-modifying
intervention. Both trials enrolled biomarker-confirmed early AD (MCI/mild dementia,
amyloid-PET-positive or CSF-positive) and both demonstrated 25–35% slowing of cognitive
decline. The TRAILBLAZER-ALZ 2 trial additionally stratified by tau PET load and
demonstrated larger effect sizes in low-tau strata, consistent with the phase-window hypothesis
(earlier in cascade = larger effect).

The biomarker effects observed in CLARITY-AD and TRAILBLAZER-ALZ 2 supply the first
systematic dataset on the cascade's response to upstream intervention. Amyloid PET clearance was
dramatic (60–80% reduction in centiloid value at 18 months in donanemab); plasma p-tau217
declined substantially (30–50% reduction); plasma GFAP declined modestly (10–20%); plasma NfL
was unchanged or modestly elevated (consistent with the antibody-related amyloid-clearance
neurodegeneration secondary to ARIA, balanced against reduced ongoing pathology). The pattern
supports the cascade's hypothesized causal hierarchy: removing the upstream driver (amyloid)
reduces the next-downstream marker (p-tau217), the next (GFAP), but not the most downstream
(NfL).
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10.3 The Preclinical Trial: AHEAD 3-45 and the Secondary-Prevention Question

The AHEAD 3-45 trial (ongoing, results expected 2027) is the first systematic test of secondary
prevention in preclinical AD. The trial enrolls cognitively normal, amyloid-PET-positive individuals
stratified by amyloid burden: A3 stratum (low amyloid, Centiloid 20–40) and A45 stratum
(moderate-to-high amyloid, Centiloid > 40). The primary endpoint is cognitive decline on the
Preclinical Alzheimer Cognitive Composite (PACC-5) at 4 years.

The trial's results will resolve several first-order questions: (i) does early amyloid removal
prevent the seeding of downstream tau pathology, (ii) does the effect size in preclinical AD exceed
the effect size in prodromal/early-dementia AD, and (iii) is the safety profile of lecanemab
acceptable in cognitively normal populations with much longer expected treatment durations than
the CLARITY-AD population. If the trial demonstrates a substantial effect, the AD treatment
landscape will reorganize around preclinical detection and secondary prevention, with profound
implications for plasma screening, clinical-pathway design, and population-level cost-effectiveness.

10.4 Anti-Tau and the Prodromal Window

The anti-tau therapeutic class — currently dominated by anti-tau antibodies (semorinemab,
zagotenemab, JNJ-63733657, BIIB080) — is positioned for the prodromal window. Tau spread, by
the propagation mechanism documented in cell and animal models (Clavaguera et al., 2009; Liu et
al., 2012), is the mechanism by which AD pathology progresses from medial temporal lobe through
limbic structures into isocortex. The intervention point is the phase in which tau is actively
spreading and the topographic distribution is still limited — this is the prodromal phase by current
cascade mapping.

The first-generation anti-tau antibody trials (Phase 2 semorinemab in MCI; tilavonemab in
early AD) showed minimal cognitive effects but the trials were small, the antibodies were directed at
N-terminal tau (likely the wrong epitope), and the biomarker effects were not systematically
measured. The current Phase 2/3 trials (BIIB080 antisense oligonucleotide; JNJ-63733657 antibody
against middle-domain tau) are expected to supply more definitive tests in the next 2–4 years.

10.5 The Glial and Metabolic Therapeutic Surfaces

The glial and metabolic therapeutic surfaces are less mature than the proteinopathy-targeting
surfaces but supply complementary intervention points. Microglial-state stabilizers — agonist
anti-TREM2 antibodies (AL002 by Alector; ATV-TREM2 by Denali Therapeutics) — are in Phase
2 trials with the hypothesis that sustaining microglial protective activity during disease progression
will slow neurodegeneration. The phase window for these interventions is hypothesized to be
preclinical-to-prodromal, the window in which microglial activation is still capable of protective
function before transitioning to the dysfunctional dementia-phase state.
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Metabolic interventions — NAD+ precursors (nicotinamide riboside, nicotinamide
mononucleotide), IDO inhibitors (epacadostat, INCB024360), KMO inhibitors (CHDI-340246) —
are at earlier stages of clinical evaluation in AD specifically (though NR is in Phase 2/3 in PD with
the NIH-funded NR-SAFE trial). The phase window for these interventions is hypothesized to span
the cascade, with secondary-prevention effects in preclinical phase and disease-modifying effects in
prodromal/early-dementia phase.

10.6 The Combination-Therapy Argument

The phase × axis matrix developed in Chapter VI implies that monotherapy targeting any single
axis at any single phase will produce limited effect sizes because the cascade is multi-axis and
multi-phase. The implied therapeutic strategy is combination therapy — for example, anti-amyloid
antibody in preclinical phase to prevent seeding, plus anti-tau antibody in prodromal phase to slow
spread, plus a microglial-state stabilizer across the cascade to maintain protective function, plus a
metabolic support (NAD+ precursor or KMO inhibitor) to address the bioenergetic axis. The
combination strategy is consistent with the precedent of multi-axis treatment in hypertension,
hyperlipidemia, and HIV.

The first systematic combination-therapy trial is in design as of 2026 (the AHEAD-COMBO
concept, not yet announced) and is expected to combine lecanemab (anti-amyloid) with an anti-tau
antibody in preclinical AD. The trial's design depends on biomarker stratification by phase × axis,
and the framework developed in this dissertation supplies the operational vocabulary for that
stratification.

10.7 The Falsifiable Predictions

The phase-mapping framework supplies several falsifiable predictions for the next 5–10 years of trial
data:

Prediction 1. In any biomarker-positive cohort, the effect size of anti-amyloid intervention
will decrease monotonically across the phase sequence preclinical � prodromal � dementia. The
AHEAD 3-45 trial will test this directly. If effect sizes are larger in dementia than in prodromal, the
framework's phase-window hypothesis is falsified.

Prediction 2. Plasma p-tau217 will decline within 12 months of anti-amyloid antibody
treatment regardless of clinical stage, but the magnitude of plasma p-tau217 decline will correlate
with subsequent cognitive benefit. If plasma p-tau217 declines without subsequent cognitive benefit,
the framework's coupling between biomarker dynamics and clinical outcome is weakened.

Prediction 3. Plasma NfL will be largely unaffected by anti-amyloid intervention but will be
affected by anti-tau and microglial-state intervention. If NfL declines with anti-amyloid intervention
beyond what amyloid clearance alone would predict, the framework's hierarchical cascade model is
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enriched but not falsified; if NfL is affected by no intervention class, the cascade's coupling is weaker
than hypothesized.

Prediction 4. Combination therapy (anti-amyloid plus anti-tau plus glial/metabolic) in
preclinical AD will produce effect sizes substantially exceeding the additive expectation of the
component monotherapies. If combinations are merely additive, the cross-axis coupling claimed by
the trilogy is weakened.

Prediction 5. Population-scale plasma p-tau217 screening will identify preclinical AD at
prevalence 3–5x the current clinically diagnosed prevalence within a decade of routine deployment.
If the prevalence is lower, the preclinical-phase population is smaller than the cascade hypothesis
suggests; if higher, the operational definitions of phase boundaries will require revision.

11. Conclusion

This dissertation has advanced the thesis that Alzheimer's disease biomarkers are best understood as
a staged signature problem, with each of the three temporal phases (preclinical, prodromal,
dementia) characterized by the first emergence of a distinct constellation of molecular markers on
top of those already established. The preclinical phase is the era of amyloid accrual, characterized
by CSF and plasma Aβ42/40 decline, amyloid PET positivity, and the late-preclinical emergence of
plasma GFAP, CSF sTREM2, and the kynurenine-to-tryptophan ratio. The prodromal phase is the
era of tau spread and synaptic loss, dominated by the p-tau cascade (p-tau231 � p-tau217 �
p-tau181 � total tau) and the emergence of CSF neurogranin, FDG-PET temporoparietal
hypometabolism, MRI hippocampal atrophy, and plasma NfL. The dementia phase is the era of
network collapse, characterized by the plateau of upstream markers, sustained downstream marker
elevation (NfL, atrophy, GFAP), the decline of CSF sTREM2 (microglial dysfunction), the elevation
of CSF YKL-40 (advanced glial reactivity), and the accumulation of vascular comorbidity markers.

The framework supplies four principal contributions. First, it identifies the fluid-of-choice question
— when each marker is most informative in CSF, plasma, PET, or MRI — as a phase-dependent
question, with markers transitioning between fluids and modalities as the disease progresses.
Second, it extends the ATN framework with four response axes (glial, synaptic, vascular, metabolic),
each operationalized through specific biomarker constellations, and supplies a unified phase × axis
matrix in which the trilogy's mechanistic claims can be tested. Third, it maps the biomarker cascade
onto the Collapse trilogy's three mechanistic axes (synaptic, microglial, bioenergetic) plus the
vascular and proteinopathy axes, supplying the operational readout of the trilogy's central claims.
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Fourth, it derives the therapeutic-window implications of the cascade for trial design and supplies
the falsifiable predictions on which the framework is testable.

The dissertation's central scientific conclusion is that the biomarker cascade is not a passive
recorder of an underlying disease but an active staging instrument: the choice of which marker to
measure when defines which version of the disease the clinic is allowed to see. A biomarker
grammar organized by first-emergence phase, by fluid of choice, by mechanistic axis, and by
therapeutic-window implication supplies the structural basis for the next decade of AD trial design
and clinical practice. The plasma biomarker revolution has placed AD-specific molecular
measurement within reach of population-scale screening; the operationalization of secondary
prevention will, within the next five years, transform AD from a clinical-syndrome disease into a
chronic preclinical disease analogous in management to hypertension or hyperlipidemia. The
biomarker cascade framework developed here is intended as the conceptual scaffolding for that
transformation.

12. References

Albert, M. S., DeKosky, S. T., Dickson, D., Dubois, B., Feldman, H. H., Fox, N. C., Gamst, A., Holtzman, D. M.,
Jagust, W. J., Petersen, R. C., Snyder, P. J., Carrillo, M. C., Thies, B., & Phelps, C. H. (2011). The diagnosis of
mild cognitive impairment due to Alzheimer's disease. Alzheimer's & Dementia, 7(3), 270–279.

Ashton, N. J., Pascoal, T. A., Karikari, T. K., Benedet, A. L., Lantero-Rodriguez, J., Brinkmalm, G., Snellman, A.,
Schöll, M., Troakes, C., Hye, A., Gauthier, S., Vanmechelen, E., Zetterberg, H., Rosa-Neto, P., & Blennow, K.
(2021). Plasma p-tau231: a new biomarker for incipient Alzheimer's disease pathology. Acta Neuropathologica,
141(5), 709–724.

Bateman, R. J., Xiong, C., Benzinger, T. L. S., Fagan, A. M., Goate, A., Fox, N. C., Marcus, D. S., Cairns, N. J.,
Xie, X., Blazey, T. M., Holtzman, D. M., Santacruz, A., Buckles, V., Oliver, A., Moulder, K., Aisen, P. S.,
Ghetti, B., Klunk, W. E., McDade, E., … Morris, J. C. (2012). Clinical and biomarker changes in dominantly
inherited Alzheimer's disease. New England Journal of Medicine, 367(9), 795–804.

Benedet, A. L., Milà-Alomà, M., Vrillon, A., Ashton, N. J., Pascoal, T. A., Lussier, F., Karikari, T. K., Hourregue,
C., Cognat, E., Dumurgier, J., Stevenson, J., Rahmouni, N., Pallen, V., Poltronetti, N. M., Salvadó, G., Shin,
M., Lantero-Rodriguez, J., Brum, W., Becker, B., … Rosa-Neto, P. (2021). Differences between plasma and
cerebrospinal fluid GFAP levels across the Alzheimer disease continuum. JAMA Neurology, 78(12), 1471–1483.

Blennow, K., Wallin, A., Ågren, H., Spenger, C., Siegfried, J., & Vanmechelen, E. (1995). Tau protein in
cerebrospinal fluid: a biochemical marker for axonal degeneration in Alzheimer disease? Molecular and Chemical
Neuropathology, 26(3), 231–245.



The Biomarker Cascade Organic Network Synthesis

38

Braak, H., & Braak, E. (1991). Neuropathological stageing of Alzheimer-related changes. Acta Neuropathologica, 82(4),
239–259.

Brickman, A. M., Zahodne, L. B., Guzman, V. A., Narkhede, A., Meier, I. B., Griffith, E. Y., Provenzano, F. A.,
Schupf, N., Manly, J. J., Stern, Y., Luchsinger, J. A., & Mayeux, R. (2015). Reconsidering harbingers of
dementia: progression of parietal lobe white matter hyperintensities predicts Alzheimer's disease incidence.
Neurobiology of Aging, 36(1), 27–32.

Brinkmalm, A., Brinkmalm, G., Honer, W. G., Frölich, L., Hausner, L., Minthon, L., Hansson, O., Wallin, A.,
Zetterberg, H., Blennow, K., & Öhrfelt, A. (2014). SNAP-25 is a promising novel cerebrospinal fluid biomarker
for synapse degeneration in Alzheimer's disease. Molecular Neurodegeneration, 9, 53.

Brum, W. S., Cullen, N. C., Janelidze, S., Ashton, N. J., Zimmer, E. R., Therriault, J., Benedet, A. L., Rahmouni,
N., Tissot, C., Stevenson, J., Servaes, S., Triana-Baltzer, G., Kolb, H. C., Palmqvist, S., Stomrud, E.,
Rosa-Neto, P., Blennow, K., & Hansson, O. (2023). A two-step workflow based on plasma p-tau217 to screen
for amyloid-β positivity. Nature Aging, 3(9), 1079–1090.

Cho, H., Choi, J. Y., Hwang, M. S., Lee, J. H., Kim, Y. J., Lee, H. M., Lyoo, C. H., Ryu, Y. H., & Lee, M. S.
(2016). Tau PET in Alzheimer disease and mild cognitive impairment. Neurology, 87(4), 375–383.

Clavaguera, F., Bolmont, T., Crowther, R. A., Abramowski, D., Frank, S., Probst, A., Fraser, G., Stalder, A. K.,
Beibel, M., Staufenbiel, M., Jucker, M., Goedert, M., & Tolnay, M. (2009). Transmission and spreading of
tauopathy in transgenic mouse brain. Nature Cell Biology, 11(7), 909–913.

Craig-Schapiro, R., Perrin, R. J., Roe, C. M., Xiong, C., Carter, D., Cairns, N. J., Mintun, M. A., Peskind, E. R.,
Li, G., Galasko, D. R., Clark, C. M., Quinn, J. F., D'Angelo, G., Malone, J. P., Townsend, R. R., Morris, J. C.,
Fagan, A. M., & Holtzman, D. M. (2010). YKL-40: a novel prognostic fluid biomarker for preclinical
Alzheimer's disease. Biological Psychiatry, 68(10), 903–912.

DeKosky, S. T., & Scheff, S. W. (1990). Synapse loss in frontal cortex biopsies in Alzheimer's disease: correlation
with cognitive severity. Annals of Neurology, 27(5), 457–464.

Fagan, A. M., Xiong, C., Jasielec, M. S., Bateman, R. J., Goate, A. M., Benzinger, T. L. S., Ghetti, B., Martins, R.
N., Masters, C. L., Mayeux, R., Ringman, J. M., Rossor, M. N., Salloway, S., Schofield, P. R., Sperling, R. A.,
Marcus, D., Cairns, N. J., Buckles, V. D., Ladenson, J. H., … Morris, J. C. (2014). Longitudinal change in CSF
biomarkers in autosomal-dominant Alzheimer's disease. Science Translational Medicine, 6(226), 226ra30.

Fox, N. C., Cousens, S., Scahill, R., Harvey, R. J., & Rossor, M. N. (2000). Using serial registered brain magnetic
resonance imaging to measure disease progression in Alzheimer disease: power calculations and estimates of
sample size to detect treatment effects. Archives of Neurology, 57(3), 339–344.

Frisoni, G. B., Fox, N. C., Jack, C. R., Scheltens, P., & Thompson, P. M. (2010). The clinical use of structural MRI
in Alzheimer disease. Nature Reviews Neurology, 6(2), 67–77.

Galasko, D., Chang, L., Motter, R., Clark, C. M., Kaye, J., Knopman, D., Thomas, R., Kholodenko, D., Schenk,
D., Lieberburg, I., Miller, B., Green, R., Basherad, R., Kertiles, L., Boss, M. A., & Seubert, P. (1998). High
cerebrospinal fluid tau and low amyloid β42 levels in the clinical diagnosis of Alzheimer disease. Archives of
Neurology, 55(7), 937–945.

Truchard, J., & Gustafsson, B. (2026). The Convergent Synaptic Collapse: PV+ Interneurons, Perineuronal Nets,
and the Gamma-Frequency Substrate of Alzheimer's Disease. ONS Methodology — Doctoral Thesis.

Truchard, J., & Gustafsson, B. (2026). The Homeostatic Microglial Collapse: Loss of TGF-β/SMAD Identity and
the Phenotypic Trajectory of Microglia in Neurodegeneration. ONS Methodology — Doctoral Thesis.



ONS: The Biomarker Cascade AdultCognitiveDisease.com

39

Truchard, J., & Gustafsson, B. (2026). The Bioenergetic Collapse: Mitochondrial Quality Control, NAD+
Depletion, and the Autophagy-Lysosomal Axis in Alzheimer's Disease. ONS Methodology — Doctoral Thesis.

Truchard, J., & Gustafsson, B. (2026). The Tryptophan Partition: A Shared Metabolic Substrate in the Bioenergetic
Architecture of Neurodegeneration. ONS Methodology — Doctoral Thesis.

Hansson, O., Lehmann, S., Otto, M., Zetterberg, H., & Lewczuk, P. (2019). Advantages and disadvantages of the
use of the CSF amyloid β (Aβ) 42/40 ratio in the diagnosis of Alzheimer's disease. Alzheimer's Research & Therapy,
11(1), 34.

Hansson, O., Edelmayer, R. M., Boxer, A. L., Carrillo, M. C., Mielke, M. M., Rabinovici, G. D., Salloway, S.,
Sperling, R., Zetterberg, H., & Teunissen, C. E. (2023). The Alzheimer's Association appropriate use
recommendations for blood biomarkers in Alzheimer's disease. Alzheimer's & Dementia, 19(12), 5757–5778.

Hardy, J., & Higgins, G. A. (1992). Alzheimer's disease: the amyloid cascade hypothesis. Science, 256(5054), 184–185.

Hardy, J., & Selkoe, D. J. (2002). The amyloid hypothesis of Alzheimer's disease: progress and problems on the road
to therapeutics. Science, 297(5580), 353–356.

Heslegrave, A., Heywood, W., Paterson, R., Magdalinou, N., Svensson, J., Johansson, P., Öhrfelt, A., Blennow, K.,
Hardy, J., Schott, J., Mills, K., & Zetterberg, H. (2016). Increased cerebrospinal fluid soluble TREM2
concentration in Alzheimer's disease. Molecular Neurodegeneration, 11, 3.

Hyman, B. T., & Trojanowski, J. Q. (1997). Consensus recommendations for the postmortem diagnosis of Alzheimer
disease from the National Institute on Aging and the Reagan Institute Working Group on Diagnostic Criteria
for the Neuropathological Assessment of Alzheimer Disease. Journal of Neuropathology & Experimental Neurology,
56(10), 1095–1097.

Insel, P. S., Donohue, M. C., Berron, D., Hansson, O., & Mattsson-Carlgren, N. (2019). Time between milestone
events in the Alzheimer's disease amyloid cascade. NeuroImage, 227, 117676.

Iturria-Medina, Y., Sotero, R. C., Toussaint, P. J., Mateos-Pérez, J. M., Evans, A. C., & Alzheimer's Disease
Neuroimaging Initiative. (2016). Early role of vascular dysregulation on late-onset Alzheimer's disease based on
multifactorial data-driven analysis. Nature Communications, 7, 11934.

Jack, C. R., Petersen, R. C., Xu, Y. C., O'Brien, P. C., Smith, G. E., Ivnik, R. J., Boeve, B. F., Waring, S. C.,
Tangalos, E. G., & Kokmen, E. (1999). Prediction of AD with MRI-based hippocampal volume in mild
cognitive impairment. Neurology, 52(7), 1397–1403.

Jack, C. R., Weigand, S. D., Shiung, M. M., Przybelski, S. A., O'Brien, P. C., Gunter, J. L., Knopman, D. S., Boeve,
B. F., Smith, G. E., & Petersen, R. C. (2008). Atrophy rates accelerate in amnestic mild cognitive impairment.
Neurology, 70(19 Pt 2), 1740–1752.

Jack, C. R., Knopman, D. S., Jagust, W. J., Shaw, L. M., Aisen, P. S., Weiner, M. W., Petersen, R. C., &
Trojanowski, J. Q. (2010). Hypothetical model of dynamic biomarkers of the Alzheimer's pathological cascade.
Lancet Neurology, 9(1), 119–128.

Jack, C. R., Knopman, D. S., Jagust, W. J., Petersen, R. C., Weiner, M. W., Aisen, P. S., Shaw, L. M., Vemuri, P.,
Wiste, H. J., Weigand, S. D., Lesnick, T. G., Pankratz, V. S., Donohue, M. C., & Trojanowski, J. Q. (2013).
Tracking pathophysiological processes in Alzheimer's disease: an updated hypothetical model of dynamic
biomarkers. Lancet Neurology, 12(2), 207–216.

Jack, C. R., Bennett, D. A., Blennow, K., Carrillo, M. C., Dunn, B., Haeberlein, S. B., Holtzman, D. M., Jagust, W.,
Jessen, F., Karlawish, J., Liu, E., Molinuevo, J. L., Montine, T., Phelps, C., Rankin, K. P., Rowe, C. C.,
Scheltens, P., Siemers, E., Snyder, H. M., & Sperling, R. (2018). NIA-AA Research Framework: toward a



The Biomarker Cascade Organic Network Synthesis

40

biological definition of Alzheimer's disease. Alzheimer's & Dementia, 14(4), 535–562.

Jack, C. R., Andrews, J. S., Beach, T. G., Buracchio, T., Carrillo, M. C., Dunn, B., Graf, A., Hansson, O., Ho, C.,
Jagust, W., McDade, E., Molinuevo, J. L., Okonkwo, O. C., Pani, L., Rafii, M. S., Scheltens, P., Siemers, E.,
Snyder, H. M., Sperling, R., … Petersen, R. C. (2024). Revised criteria for the diagnosis and staging of
Alzheimer disease: Alzheimer's Association Workgroup. Alzheimer's & Dementia, 20(8), 5143–5169.

Janelidze, S., Zetterberg, H., Mattsson, N., Palmqvist, S., Vanderstichele, H., Lindberg, O., van Westen, D.,
Stomrud, E., Minthon, L., Blennow, K., & Hansson, O. (2017). CSF Aβ42/Aβ40 and Aβ42/Aβ38 ratios:
better diagnostic markers of Alzheimer disease. Annals of Clinical and Translational Neurology, 3(3), 154–165.

Janelidze, S., Berron, D., Smith, R., Strandberg, O., Proctor, N. K., Dage, J. L., Stomrud, E., Palmqvist, S.,
Mattsson-Carlgren, N., & Hansson, O. (2020). Associations of plasma phospho-tau217 levels with tau positron
emission tomography in early Alzheimer disease. JAMA Neurology, 78(2), 149–156.

Karikari, T. K., Pascoal, T. A., Ashton, N. J., Janelidze, S., Benedet, A. L., Rodriguez, J. L., Chamoun, M., Savard,
M., Kang, M. S., Therriault, J., Schöll, M., Massarweh, G., Soucy, J. P., Höglund, K., Brinkmalm, G.,
Mattsson, N., Palmqvist, S., Gauthier, S., Stomrud, E., … Blennow, K. (2020). Blood phosphorylated tau 181
as a biomarker for Alzheimer's disease: a diagnostic performance and prediction modelling study using data
from four prospective cohorts. Lancet Neurology, 19(5), 422–433.

Kann, O., Papageorgiou, I. E., & Draguhn, A. (2014). Highly energized inhibitory interneurons are a central
element for information processing in cortical networks. Journal of Cerebral Blood Flow & Metabolism, 34(8),
1270–1282.

Keren-Shaul, H., Spinrad, A., Weiner, A., Matcovitch-Natan, O., Dvir-Szternfeld, R., Ulland, T. K., David, E.,
Baruch, K., Lara-Astaiso, D., Toth, B., Itzkovitz, S., Colonna, M., Schwartz, M., & Amit, I. (2017). A unique
microglia type associated with restricting development of Alzheimer's disease. Cell, 169(7), 1276–1290.

Khachaturian, Z. S. (1985). Diagnosis of Alzheimer's disease. Archives of Neurology, 42(11), 1097–1105.

Klunk, W. E., Engler, H., Nordberg, A., Wang, Y., Blomqvist, G., Holt, D. P., Bergström, M., Savitcheva, I.,
Huang, G. F., Estrada, S., Ausén, B., Debnath, M. L., Barletta, J., Price, J. C., Sandell, J., Lopresti, B. J., Wall,
A., Koivisto, P., Antoni, G., … Långström, B. (2004). Imaging brain amyloid in Alzheimer's disease with
Pittsburgh Compound-B. Annals of Neurology, 55(3), 306–319.

Klunk, W. E., Koeppe, R. A., Price, J. C., Benzinger, T. L., Devous, M. D., Jagust, W. J., Johnson, K. A., Mathis, C.
A., Minhas, D., Pontecorvo, M. J., Rowe, C. C., Skovronsky, D. M., & Mintun, M. A. (2015). The Centiloid
Project: standardizing quantitative amyloid plaque estimation by PET. Alzheimer's & Dementia, 11(1), 1–15.

Kvartsberg, H., Duits, F. H., Ingelsson, M., Andreasen, N., Öhrfelt, A., Andersson, K., Brinkmalm, G., Lannfelt, L.,
Minthon, L., Hansson, O., Andreasson, U., Teunissen, C. E., Scheltens, P., Van der Flier, W. M., Zetterberg,
H., Portelius, E., & Blennow, K. (2015). Cerebrospinal fluid levels of the synaptic protein neurogranin correlates
with cognitive decline in prodromal Alzheimer's disease. Alzheimer's & Dementia, 11(10), 1180–1190.

Landau, S. M., Harvey, D., Madison, C. M., Reiman, E. M., Foster, N. L., Aisen, P. S., Petersen, R. C., Shaw, L.
M., Trojanowski, J. Q., Jack, C. R., Weiner, M. W., & Jagust, W. J. (2010). Comparing predictors of conversion
and decline in mild cognitive impairment. Neurology, 75(3), 230–238.

Lim, C. K., Fernández-Gomez, F. J., Braidy, N., Estrada, C., Costa, C., Costa, S., Bessede, A., Fernandez-Villalba,
E., Zinger, A., Herrero, M. T., & Guillemin, G. J. (2017). Involvement of the kynurenine pathway in the
pathogenesis of Parkinson's disease. Progress in Neurobiology, 155, 76–95.

Liu, L., Drouet, V., Wu, J. W., Witter, M. P., Small, S. A., Clelland, C., & Duff, K. (2012). Trans-synaptic spread of
tau pathology in vivo. PLoS One, 7(2), e31302.



ONS: The Biomarker Cascade AdultCognitiveDisease.com

41

Lo, R. Y., & Jagust, W. J. (2012). Vascular burden and Alzheimer disease pathologic progression. Neurology, 79(13),
1349–1355.

Lott, I. T., & Head, E. (2019). Dementia in Down syndrome: unique insights for Alzheimer disease research. Nature
Reviews Neurology, 15(3), 135–147.

Mattsson, N., Andreasson, U., Zetterberg, H., Blennow, K., & Alzheimer's Disease Neuroimaging Initiative. (2017).
Association of plasma neurofilament light with neurodegeneration in patients with Alzheimer disease. JAMA
Neurology, 74(5), 557–566.

Mattsson-Carlgren, N., Andersson, E., Janelidze, S., Ossenkoppele, R., Insel, P., Strandberg, O., Zetterberg, H.,
Rosen, H. J., Rabinovici, G., Chai, X., Blennow, K., Dage, J. L., Stomrud, E., Smith, R., Palmqvist, S., &
Hansson, O. (2020). Aβ deposition is associated with increases in soluble and phosphorylated tau that precede a
positive Tau PET in Alzheimer's disease. Science Advances, 6(16), eaaz2387.

McKhann, G., Drachman, D., Folstein, M., Katzman, R., Price, D., & Stadlan, E. M. (1984). Clinical diagnosis of
Alzheimer's disease: report of the NINCDS-ADRDA Work Group. Neurology, 34(7), 939–944.

McKhann, G. M., Knopman, D. S., Chertkow, H., Hyman, B. T., Jack, C. R., Kawas, C. H., Klunk, W. E.,
Koroshetz, W. J., Manly, J. J., Mayeux, R., Mohs, R. C., Morris, J. C., Rossor, M. N., Scheltens, P., Carrillo,
M. C., Thies, B., Weintraub, S., & Phelps, C. H. (2011). The diagnosis of dementia due to Alzheimer's disease.
Alzheimer's & Dementia, 7(3), 263–269.

Mielke, M. M., Aakre, J. A., Algeciras-Schimnich, A., Proctor, N. K., Machulda, M. M., Eichenlaub, U., Knopman,
D. S., Vemuri, P., Graff-Radford, J., Jack, C. R., Petersen, R. C., & Dage, J. L. (2023). Comparison of CSF
phosphorylated tau 181 and 217 for cognitive decline. Alzheimer's & Dementia, 19(3), 856–865.

Mirra, S. S., Heyman, A., McKeel, D., Sumi, S. M., Crain, B. J., Brownlee, L. M., Vogel, F. S., Hughes, J. P., van
Belle, G., & Berg, L. (1991). The Consortium to Establish a Registry for Alzheimer's Disease (CERAD). Part II.
Standardization of the neuropathologic assessment of Alzheimer's disease. Neurology, 41(4), 479–486.

Mosconi, L., Tsui, W. H., Herholz, K., Pupi, A., Drzezga, A., Lucignani, G., Reiman, E. M., Holthoff, V., Kalbe,
E., Sorbi, S., Diehl-Schmid, J., Perneczky, R., Clerici, F., Caselli, R., Beuthien-Baumann, B., Kurz, A.,
Minoshima, S., & de Leon, M. J. (2008). Multicenter standardized 18F-FDG PET diagnosis of mild cognitive
impairment, Alzheimer's disease, and other dementias. Journal of Nuclear Medicine, 49(3), 390–398.

Motter, R., Vigo-Pelfrey, C., Kholodenko, D., Barbour, R., Johnson-Wood, K., Galasko, D., Chang, L., Miller, B.,
Clark, C., Green, R., Olson, D., Southwick, P., Wolfert, R., Munroe, B., Lieberburg, I., Seubert, P., & Schenk,
D. (1995). Reduction of β-amyloid peptide42 in the cerebrospinal fluid of patients with Alzheimer's disease.
Annals of Neurology, 38(4), 643–648.

Nakamura, A., Kaneko, N., Villemagne, V. L., Kato, T., Doecke, J., Doré, V., Fowler, C., Li, Q. X., Martins, R.,
Rowe, C., Tomita, T., Matsuzaki, K., Ishii, K., Ishii, K., Arahata, Y., Iwamoto, S., Ito, K., Tanaka, K.,
Masters, C. L., & Yanagisawa, K. (2018). High performance plasma amyloid-β biomarkers for Alzheimer's
disease. Nature, 554(7691), 249–254.

Nation, D. A., Sweeney, M. D., Montagne, A., Sagare, A. P., D'Orazio, L. M., Pachicano, M., Sepehrband, F.,
Nelson, A. R., Buennagel, D. P., Harrington, M. G., Benzinger, T. L. S., Fagan, A. M., Ringman, J. M.,
Schneider, L. S., Morris, J. C., Chui, H. C., Law, M., Toga, A. W., & Zlokovic, B. V. (2019). Blood–brain
barrier breakdown is an early biomarker of human cognitive dysfunction. Nature Medicine, 25(2), 270–276.

Olsson, B., Lautner, R., Andreasson, U., Öhrfelt, A., Portelius, E., Bjerke, M., Hölttä, M., Rosén, C., Olsson, C.,
Strobel, G., Wu, E., Dakin, K., Petzold, M., Blennow, K., & Zetterberg, H. (2016). CSF and blood biomarkers
for the diagnosis of Alzheimer's disease: a systematic review and meta-analysis. Lancet Neurology, 15(7), 673–684.



The Biomarker Cascade Organic Network Synthesis

42

Palmqvist, S., Janelidze, S., Quiroz, Y. T., Zetterberg, H., Lopera, F., Stomrud, E., Su, Y., Chen, Y., Serrano, G. E.,
Leuzy, A., Mattsson-Carlgren, N., Strandberg, O., Smith, R., Villegas, A., Sepulveda-Falla, D., Chai, X.,
Proctor, N. K., Beach, T. G., Blennow, K., … Hansson, O. (2020). Discriminative accuracy of plasma
phospho-tau217 for Alzheimer disease vs other neurodegenerative disorders. JAMA, 324(8), 772–781.

Pereira, J. B., Janelidze, S., Smith, R., Mattsson-Carlgren, N., Palmqvist, S., Teunissen, C. E., Zetterberg, H.,
Stomrud, E., Ashton, N. J., Blennow, K., & Hansson, O. (2021). Plasma GFAP is an early marker of amyloid-β
but not tau pathology in Alzheimer's disease. Brain, 144(11), 3505–3516.

Portelius, E., Olsson, B., Höglund, K., Cullen, N. C., Kvartsberg, H., Andreasson, U., Zetterberg, H., Sandelius, Å.,
Shaw, L. M., Lee, V. M. Y., Irwin, D. J., Grossman, M., Weintraub, D., Chen-Plotkin, A., Wolk, D. A.,
McCluskey, L., Elman, L., Toledo, J. B., Trojanowski, J. Q., & Blennow, K. (2018). Cerebrospinal fluid
neurogranin concentration in neurodegeneration: relation to clinical phenotypes and neuropathology. Acta
Neuropathologica, 136(3), 363–376.

Preische, O., Schultz, S. A., Apel, A., Kuhle, J., Kaeser, S. A., Barro, C., Gräber, S., Kuder-Buletta, E., LaFougere,
C., Laske, C., Vöglein, J., Levin, J., Masters, C. L., Martins, R., Schofield, P. R., Rossor, M. N., Graff-Radford,
N. R., Salloway, S., Ghetti, B., … Jucker, M. (2019). Serum neurofilament dynamics predicts
neurodegeneration and clinical progression in presymptomatic Alzheimer's disease. Nature Medicine, 25(2),
277–283.

Rabinovici, G. D., Knopman, D. S., Arbizu, J., Benzinger, T. L. S., Donohoe, K. J., Hansson, O., Herscovitch, P.,
Kuo, P. H., Lingler, J. H., Minoshima, S., Murray, M. E., Price, J. C., Salloway, S. P., Weber, C. J., Carrillo,
M. C., & Johnson, K. A. (2024). Updated appropriate use criteria for amyloid and tau PET. Alzheimer's &
Dementia, 20(11), 7917–7937.

Schindler, S. E., Bollinger, J. G., Ovod, V., Mawuenyega, K. G., Li, Y., Gordon, B. A., Holtzman, D. M., Morris, J.
C., Benzinger, T. L. S., Xiong, C., Fagan, A. M., & Bateman, R. J. (2019). High-precision plasma β-amyloid
42/40 predicts current and future brain amyloidosis. Neurology, 93(17), e1647–e1659.

Schöll, M., Lockhart, S. N., Schonhaut, D. R., O'Neil, J. P., Janabi, M., Ossenkoppele, R., Baker, S. L., Vogel, J.
W., Faria, J., Schwimmer, H. D., Rabinovici, G. D., & Jagust, W. J. (2016). PET imaging of tau deposition in
the aging human brain. Neuron, 89(5), 971–982.

Sims, J. R., Zimmer, J. A., Evans, C. D., Lu, M., Ardayfio, P., Sparks, J., Wessels, A. M., Shcherbinin, S., Wang, H.,
Monkul Nery, E. S., Collins, E. C., Solomon, P., Salloway, S., Apostolova, L. G., Hansson, O., Ritchie, C.,
Brooks, D. A., Mintun, M., Skovronsky, D. M., & TRAILBLAZER-ALZ 2 Investigators. (2023). Donanemab
in early symptomatic Alzheimer disease: the TRAILBLAZER-ALZ 2 randomized clinical trial. JAMA, 330(6),
512–527.

Sorgdrager, F. J. H., Vermeiren, Y., Van Faassen, M., van der Ley, C., Nollen, E. A. A., Kema, I. P., & De Deyn, P.
P. (2019). Age- and disease-specific changes of the kynurenine pathway in Parkinson's and Alzheimer's disease.
Journal of Neurochemistry, 151(5), 656–668.

Sperling, R. A., Aisen, P. S., Beckett, L. A., Bennett, D. A., Craft, S., Fagan, A. M., Iwatsubo, T., Jack, C. R., Kaye,
J., Montine, T. J., Park, D. C., Reiman, E. M., Rowe, C. C., Siemers, E., Stern, Y., Yaffe, K., Carrillo, M. C.,
Thies, B., Morrison-Bogorad, M., … Phelps, C. H. (2011). Toward defining the preclinical stages of
Alzheimer's disease. Alzheimer's & Dementia, 7(3), 280–292.

Streit, W. J., Braak, H., Xue, Q. S., & Bechmann, I. (2009). Dystrophic (senescent) rather than activated microglial
cells are associated with tau pathology and likely precede neurodegeneration in Alzheimer's disease. Acta
Neuropathologica, 118(4), 475–485.



ONS: The Biomarker Cascade AdultCognitiveDisease.com

43

Suárez-Calvet, M., Kleinberger, G., Araque Caballero, M. Á., Brendel, M., Rominger, A., Alcolea, D., Fortea, J.,
Lleó, A., Blesa, R., Gispert, J. D., Sánchez-Valle, R., Antonell, A., Rami, L., Molinuevo, J. L., Brosseron, F.,
Traschütz, A., Heneka, M. T., Struyfs, H., Engelborghs, S., … Haass, C. (2016a). sTREM2 cerebrospinal fluid
levels are a potential biomarker for microglia activity in early-stage Alzheimer's disease. EMBO Molecular
Medicine, 8(5), 466–476.

Suárez-Calvet, M., Araque Caballero, M. Á., Kleinberger, G., Bateman, R. J., Fagan, A. M., Morris, J. C., Levin, J.,
Danek, A., Ewers, M., & Haass, C. (2016b). Early changes in CSF sTREM2 in dominantly inherited
Alzheimer's disease occur after amyloid deposition and neuronal injury. Science Translational Medicine, 8(369),
369ra178.

Suárez-Calvet, M., Morenas-Rodríguez, E., Kleinberger, G., Schlepckow, K., Araque Caballero, M. Á.,
Franzmeier, N., Capell, A., Fellerer, K., Nuscher, B., Eren, E., Levin, J., Deming, Y., Piccio, L., Karch, C. M.,
Cruchaga, C., Shaw, L. M., Trojanowski, J. Q., Weiner, M., Ewers, M., & Haass, C. (2019). Early increase of
CSF sTREM2 in Alzheimer's disease is associated with tau related-neurodegeneration but not with amyloid-β
pathology. Molecular Neurodegeneration, 14(1), 1.

Suárez-Calvet, M., Karikari, T. K., Ashton, N. J., Lantero Rodríguez, J., Milà-Alomà, M., Gispert, J. D., Salvadó,
G., Minguillon, C., Fauria, K., Shekari, M., Grau-Rivera, O., Arenaza-Urquijo, E. M., Sala-Vila, A.,
Sanchez-Benavides, G., González-de-Echávarri, J. M., Kollmorgen, G., Stoops, E., Vanmechelen, E.,
Zetterberg, H., … Molinuevo, J. L. (2020). Novel tau biomarkers phosphorylated at T181, T217 or T231 rise in
the initial stages of the preclinical Alzheimer's continuum when only subtle changes in Aβ pathology are
detected. EMBO Molecular Medicine, 12(12), e12921.

Sweeney, M. D., Sagare, A. P., & Zlokovic, B. V. (2018). Blood–brain barrier breakdown in Alzheimer disease and
other neurodegenerative disorders. Nature Reviews Neurology, 14(3), 133–150.

Tarawneh, R., D'Angelo, G., Crimmins, D., Herries, E., Griest, T., Fagan, A. M., Zipfel, G. J., Ladenson, J. H.,
Morris, J. C., & Holtzman, D. M. (2016). Diagnostic and prognostic utility of the synaptic marker neurogranin
in Alzheimer disease. JAMA Neurology, 73(5), 561–571.

Terry, R. D., Masliah, E., Salmon, D. P., Butters, N., DeTeresa, R., Hill, R., Hansen, L. A., & Katzman, R. (1991).
Physical basis of cognitive alterations in Alzheimer's disease: synapse loss is the major correlate of cognitive
impairment. Annals of Neurology, 30(4), 572–580.

van der Velpen, V., Teav, T., Gallart-Ayala, H., Mehl, F., Konz, I., Clark, C., Oikonomidi, A., Peyratout, G.,
Henry, H., Delorenzi, M., Ivanisevic, J., & Popp, J. (2019). Systemic and central nervous system metabolic
alterations in Alzheimer's disease. Alzheimer's Research & Therapy, 11(1), 93.

van Dyck, C. H., Swanson, C. J., Aisen, P., Bateman, R. J., Chen, C., Gee, M., Kanekiyo, M., Li, D., Reyderman,
L., Cohen, S., Froelich, L., Katayama, S., Sabbagh, M., Vellas, B., Watson, D., Dhadda, S., Irizarry, M.,
Kramer, L. D., & Iwatsubo, T. (2023). Lecanemab in early Alzheimer's disease. New England Journal of Medicine,
388(1), 9–21.

Villemagne, V. L., Burnham, S., Bourgeat, P., Brown, B., Ellis, K. A., Salvado, O., Szoeke, C., Macaulay, S. L.,
Martins, R., Maruff, P., Ames, D., Rowe, C. C., Masters, C. L., & Australian Imaging Biomarkers and Lifestyle
(AIBL) Research Group. (2013). Amyloid β deposition, neurodegeneration, and cognitive decline in sporadic
Alzheimer's disease: a prospective cohort study. Lancet Neurology, 12(4), 357–367.

Wang, S., Mims, P. N., Roman, R. J., & Fan, F. (2018). Is beta-amyloid accumulation a cause or consequence of
Alzheimer's disease? Journal of Alzheimer's, Parkinsonism & Dementia, 1(2), 007.



The Biomarker Cascade Organic Network Synthesis

44

End of Dissertation


