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A Paradigm Shift

• Historically Behavioral/Cognitive Neurology was the quintessential armchair discipline  
• Clinic-based, episodic evaluation, and limited therapeutic consequence

Patients expect and demand—
active intervention

• Between 2022-2026 the subspeciality has 
become

• Data-driven
• Operational
• Interventional
• Continuous

• What changed
• Biology is directly measurable 
• Disease-modifying therapies 
• Time-sensitive clinical decisions



Open Frontier of Neurology

• Ochsner Neurocognitive Program 2022-2026
• Regional Neurocognitive Center of Louisiana
• Neurocognitive Hub for the Gulf South

• 2 Behavioral Neurologists
• 1 Vascular Cognitive Neurologist
• 5 Advanced practice providers

• Comparable in size to UAB/Emory but 
• Longitudinal care model
• Advanced Therapeutic Access
• Multidisciplinary network of providers 

• Today we share our experience…
• What we expected 
• What we observed 
• What it cost us to see it 



Open Frontier of Neurology

• Catchment Expansion
• Geographic spread ↑ 

• 15 States
• Referral density ↑ 

• #1 Referral center in LA for 
neurocognitive disorders 

• Clinic Population Growth
• Unique patients ↑ >2500 patients 
• AAT patients ↑ >250 patients

• Monitoring volume ↑ 
• Biomarker tracking ↑ 



Anti-Amyloid Therapy transition
into the Clinic
Literature and Clinical Data



What is Anti-Amyloid Therapy

Luna-Muñoz et al., 2013; Olsson et al., 2016; Panza et al 2019; Hansson., 2021



Aducanumab
• Published 2016
• FDA approval 2021
• CMS coverage 2022

• Restricted
• Withdrawn 2024

Lecanemab:
• Published 2022
• FDA/CMS approval 2023

Donanemab:
• Published 2023
• FDA/CMS approval 2024



What the Trials Actually Showed

Relevant End Points
1. Amyloid Reduction
2. Tau Reduction
3. Clinical Decline Slowing
4. Safety

Shcherbinin et al., 2022; van Dyck et al., 2023; Sims et al., 2023; Lu et al., 2025; van Dyck et al., 2025; Fox et al., 2025

Parameter CLARITY AD
(Lecanemab)

TRAILBLAZER-ALZ 2 
(Donanemab)

Trial Phase Phase 3 Phase 3
N (total) 1,795 1,736
MMSE Eligibility Range 22–30 20–28

Mean MMSE — Treatment Arm 25.5 ± 2.2 22.52 ± 3.84 (combined 
tau)

Mean MMSE — Placebo Arm 25.6 ± 2.2 22.20 ± 3.90 (combined 
tau)

Mean MMSE — Low/Med Tau 
(Treatment)

N/A (no tau 
stratification) 23.11 ± 3.64

Mean MMSE — Low/Med Tau 
(Placebo)

N/A (no tau 
stratification) 22.88 ± 3.74

Classification Method CDR-Global (0.5 vs 
1.0) MMSE score bands

MCI (%) 61.5% (CDR 0.5) ~17% (MMSE ≥27)
Mild AD (%) 38.5% (CDR 1.0) ~83% (MMSE 20–26)
Baseline SD Spread Narrow (±2.2) Wide (±3.8–3.9)
Population Severity Less impaired More impaired



What the Trials Actually Showed: Amyloid

• Lecanemab (CLARITY AD, N = 1,795):
• Approx 59.1 centiloid reduction at 18m

• 68% amyloid-negative status (<30 centiloids)
• Donanemab (TRAILBLAZER-ALZ 2, N = 1,736):

• Approx. 88 centiloid reduction at 19m
• 80% amyloid-negative status (<25 centiloids)

Shcherbinin et al., 2022; van Dyck et al., 2023; Sims et al., 2023; Lu et al., 2025; van Dyck et al., 2025; Fox et al., 2025

After 18 months of 
anti-amyloid infusions



Real-World Clinic Data: Amyloid
• Expected Effect (Confirmed)

• Lecanemab: ~50–60 CL ↓ 
• Donanemab: ~80–90 CL ↓ 
• Subset normalize (<25 CL) 

• Observed Response Patterns
• Primary factor determining normalization is baseline PET CL
• Early disease (baseline <50 CL) 

• Most robust responders 
• Frequently ↓ to negative range (≈ –10 to –20 CL) 

• High-burden patients 
• Larger absolute reductions but remain persistently positive 
• Poor Responders (Emerging Phenotype)

• Genetic carriers (PSEN1, POLG, GBA1, ETC.) 

• Augmented Responders
• Prior exposure: 

• Clinical trials 
• Other disease-modifying therapies 

• Suggests: 
• “Primed” biological system for clearance kinetics Amyloid clearance is consistent— but response is 

biologically stratified



What the Trials Actually Showed: Tau

• Donanemab 
• Tau PET: 

• Phase 2 trial: 34% slowing of tau BUT Region-dependent:
• Significant slowing: Parietal and frontal
• Not significant: Global, Temporal inferior

• Phase 3 trial: not significant
• Plasma p-tau217:

• 23% reduction (P<0.001)
• Persisted up to 1 year after treatment
• Correlated with amyloid reduction (P<0.001)

• Lecanemab
• Tau PET:

• Significant slowing: medial temporal (P<0.01), temporal (P<0.05)
• Not significant : Global, frontal, cingulate, parietal, occipital

• Plasma p-tau181 **derived estimates, not published**
• Phase 2: 26% reduction (P<0.0001)
• Phase 3: 21% reduction (P<0.0001)

Shcherbinin et al., 2022; van Dyck et al., 2023; Sims et al., 2023; Lu et al., 2025; van Dyck et al., 2025; Fox et al., 2025



Real-World Clinic Data: Tau

• What we have seen in our Alzheimer patients 
who have not been on AAT

• Minor gradual rise of serum p-tau181
• Largely stable serum p-tau217
• Significant consistent rises in GFAP>Nfl
• Not uniform: stage of disease, age, drivers, comorbidities 

**Patient with spikes due to identifiable causes (head trauma, surgeries, infections, etc.) removed from graphs**



Real-World Clinic Data: Tau

• What we have seen in our Alzheimer patients 
who are on AAT

• Modest consistent decrease of serum p-tau181
• Borderline but consistent decrease serum p-tau217
• Expected Nfl monthly rise slowed by 3.0x
• Expected GFAP monthly rise slowed by 5.1x
• Not uniform: stage, age, drivers, comorbidities 

**Patient with spikes due to identifiable causes (head trauma, surgeries, infections, etc.) removed from graphs**



What the Trials Actually Showed: Clinical

• Lecanemab 
• CDR-SB

• 27% relative slowing (P 0.001)
• ADAS-Cog14

• 26% relative slowing (P 0.001)

• Donanemab
• CDR-SB 

• Low/medium tau: 36% relative slowing (P 0.001)
• Combined: 29% relative slowing (P 0.001)

• iADRS
• Low/medium tau: 35% relative slowing (P 0.001)
• Combined: 22% relative slowing (P 0.001)

Shcherbinin et al., 2022; van Dyck et al., 2023; Sims et al., 2023; Lu et al., 2025; van Dyck et al., 2025; Fox et al., 2025



What the Trials Actually Showed: Clinical

This is a strong stage-dependent treatment effect for both medications

Swanson et al., 2021; Shcherbinin et al., 2022; van Dyck et al., 2023; Sims et al., 2023; Lu et al., 2025; van Dyck et al., 2025; Fox et al., 2025

Donanemab
• CDR-SB

• MCI 46%
• Dementia: 38%

• iADRS: 
• MCI: 60%
• Dementia: 30%

The dominant variable is not exposure to drug—it is disease stage at the time of exposure.
• Early treatment → alters trajectory
• Late treatment → attenuated effect
• Delayed treatment → cannot “catch up”

Lecanemab



Real-World Clinic Data: Clinical

Slower cognitive 
decline 
• Approx. MMSE 

decline ~2.5× 
slowed

• Approx. MOCA 
decline ~2.6× 
slowed

• Subjective 
“Brain fog” 
improvement 
with executive 
phenotypes 

Our Alzheimer patients who are not on AAT Our Alzheimer patients who are on AAT

Literature ↓ 0.14 (MCI) - 0.33 (Dementia) /monthly       Clinic ↓ 0.202/monthly

Literature ↓ 0.05 (MCI) - 0.33 (Dementia) /monthly       Clinic ↓ 0.169/monthly

MMSE

MOCA

MMSE

MOCA



What the Trials Actually Showed: Safety 

Shcherbinin et al., 2022; van 
Dyck et al., 2023; Sims et al., 

2023; Lu et al., 2025; van Dyck 
et al., 2025; Fox et al., 2025

• Modified Titration of 
Donanemab decreased 
rates of ARIA

• ARIA-H not markedly 
decreased after 72 wks

• ARIA mildly influenced by 
E4 status

• ARIA-H markedly 
influenced by E4/E4

• Most ARIA-H clinically 
silent CMBs



Real-World Clinic Data: Safety 
• Observed ARIA Rates (Real-

World)
• Lower than trial-reported rates: 

• Patient selection 
• Monitoring intensity 
• Clinical caution 

• Primary Risk Modifiers
• CAA (dominant driver) 

• Exclusion → substantial risk 
reduction 

• APOE ε4 status 
• Dose-dependent risk contribution 

• Amplifiers of Risk (Clinical 
Reality)

• Anticoagulation / vascular fragility 
• Falls, trauma, surgical stress 
• Chronic inflammatory states 

(autoimmune, DMARD exposure) 
• Intercurrent illness (infection)
• COVID

Risk is screenable —but it is not static; it is context-dependent



Real-World Clinic Data: Safety 

Risk is manageable—but again is context-dependent

Mild ARIA-E
7TH

Worsen ARIA-E
1 month 

Resolved ARIA-E
2 month + 5 days IVMP

Most ARIA-E
Self resolves

Most ARIA-H
Mild w/o SXS

Some cases need a little TLC

Most ARIA-H
Moderate
w/o SXS



What these Medications Actually Do: Summary
• Rapid Amyloid Clearance

• Amyloid reduction begins within weeks and continues progressively over treatment 
• Downstream Tau & Injury Biomarker Effects

• Tau change emerges later, often months after amyloid reduction 
• Greater effects observed in pTau181 > pTau217  and GFAP > NfL 

• Clinical Effect = Slowing, Not Reversal
• Both agents have statistically meaningful slowing of decline
• Separation from placebo widens >18m
• Greatest benefit appears when started early, lower tau, low atrophy

• Safety Profile Requires Structured Monitoring:
• ARIA is common but usually asymptomatic or manageable

• These therapies change trajectory — not destiny.
• They slow progression rather than halt or reverse disease 
• Donanemab demonstrates greater amyloid/tau clearance magnitude 
• Lecanemab demonstrates a comparatively more favorable ARIA profile

Shcherbinin et al., 2022; van Dyck et al., 2023; Sims et al., 2023; Lu et al., 2025; van Dyck et al., 2025; Fox et al., 2025



Real-World Clinic Experience
Case examples of Good, Bad, and Uncertain 



Same Drug, Same Disease — Divergent Trajectories

• Spectrum of response: 
• Strong responders → early tau ↓, functional stability 
• Incomplete responders → regional persistence despite global amyloid ↓ 
• Non-responders → continued decline despite biomarker change 

• Determinants: 
• Baseline burden (amyloid, tau, and GFAP/Nfl)
• Disease stage and phenotype 
• Biological modifiers (genetics, comorbidities) 

• Treatment effect is not binary—it is stratified, nonlinear, and patient-specific.



Strong Responder
• Minor Baseline impairment 

• Executive Phenotype
• No Functional Impairment 

• Amyloid
• ↓ Baseline Low Amyloid +40 CL

• Tau
• ↓ Baseline 1-1.3 ptau

• Minor Atrophy/Dorsal Cortical Volume loss with 
sparing of subcortical structures

• LOAD-CBS/ADHD presentation 

+40 CL -11 CL

ptau181 Nfl



Non-Responder
• Major Baseline impairment 

• Later Mild Dementia Functional Impairment 

• Amyloid
• Severe Amyloid >100 CL (PSEN1 Mutation)

• Tau
• Baseline high >2 ptau181

• Moderate Generalized Atrophy with prominent 
subcortical atrophy

• Amnestic LOAD or mixed DLB presentation 

+144 CL +88 CL

ptau181
Nfl



Partial Responder
• Mild to Moderate Baseline impairment 

• Mild Functional Impairment 

• Amyloid
• Moderate baseline Amyloid +73 CL

• Tau
• Baseline 1.3-1.8 ptau181

• Minor Generalized Atrophy/Temporal/Parietal 
Cortical Volume loss with minor subcortical 
structures

• LOAD-PCA/lvPPA presentation 

+73 CL +33 CL

ptau181 Nfl



We Measure More—But Understand Less Than We Think

• Centiloid ≠ Certainty 
• Inter-scan/Inter-rater variability
• Objective Processing differences 
• Global vs regional mismatch 

• Ceiling + sensitivity issues at high burden 
• Very high baseline burden → Large reductions → still “positive” 

• Diagnostic vs. Monitoring vs. Prognostic Biomarkers: 
• Imaging vs serum vs clinical trajectory 

• Objectivity increased—but interpretability did not scale proportionally.



• Regional Mismatch effects diagnosis 
• Global normalization ≠ regional clearance 
• Focal signal in: 

• Occipital/Posterior cingulate - PCC
• Lateral temporal cortex – lvPPA
• Dorsal parietal/frontal cortex - CBS

ROI Z-score Pattern

Posterior Cingulate Gyrus +13.04 Markedly elevated
Precuneus +6.91 Markedly elevated
Lateral Temporal Lobe +0.32 Near normal

Anterior Cingulate Gyrus -7.57 Low

Inferior Medial Frontal Gyrus -10.17 Low

Superior Parietal Lobule -9.88 Low

Global Centiloid: -17.68
On average, this appears amyloid-negative / low-burden.
But the regional ROI pattern tells a different story:

In focal AD phenotypes such as PCA, a global centiloid can be misleading because 
low uptake across non-involved regions dilute intense posterior cortical signal.



 2024 - Global Centiloid +64.7
 2025 - Global Centiloid -21.0
 2026 - Global Centiloid -19.3

• Regional Mismatch effects treatment
• Global normalization ≠ regional clearance 
• Persistent signal in: 

• Precuneus 
• Posterior cingulate 
• Lateral temporal cortex 

• Serum biomarkers may remain positive

PET Baseline PET +18M L PET ++6M D

ROI 2025 Z 2026 Z Δ
Anterior Cingulate -9.35 -4.47 +4.88

Inferior Frontal -11.82 -4.67 +7.15

Lateral Temporal -3.57 -3.13 +0.44

Posterior Cingulate +8.52 +1.62 -6.90
Precuneus +7.63 -0.83 -8.46
Superior Parietal +0.96 -4.07 -5.03

Global amyloid reduction does not equate to uniform regional 
clearance—persistent focal cortical burden may continue to drive disease



Diagnostic Biomarker = Monitoring Biomarkers?

• Disease is: 
• Nonlinear 
• Vulnerable to disruption 

• Acute stressors → biomarker spikes → delayed decline 
• Viral illness (e.g., COVID)
• Traumatic brain injury
• Iatrogenic (medications, surgeries)

• This is not just a degenerative disease—it is a destabilized 
system.

COVID

GLF minor TBI GLF major TBI

compression fracture s/p surgery

NFL

NFL

NFL

pTau181



Diagnostic Biomarker ≠ Prognostic Biomarkers

• We are no longer diagnosing disease—we are increasing clinically forced to forecast it.
• Predict trajectory 
• Estimate treatment effect 
• Guide continuation vs discontinuation 

• When Does Therapy Stop?
• Biology plateaus ≠ clinical plateaus 
• Competing forces: 

• Low risk vs ongoing cost 
• Limited benefit vs perceived value 

• Decision complexity increases over time 
• Stopping therapy is not a clinical decision—it is a value judgment.



• Similar amyloid levels after treatment do not guarantee similar biologic behavior after withdrawal.
• Some patients maintain relative biologic stability off therapy 
• Others rapidly reaccumulate amyloid despite “negative” Centiloid values 
• Current biomarkers incompletely predict who requires prolonged suppression 

• Maintenance therapy decisions are increasingly individualized risk assessments.



When Do We Stop? It’s Not Simple



What Actually Changed

• Therapy changed everything
• How we practice 
• What we measure 
• What we are expected to know 

• But some things did not change
• The disease still progresses 
• The variability remains 
• The uncertainty persists 

• We did not eliminate uncertainty—we made it visible.
• And once you see it this way…you don’t get to look away
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