Navigating Alzheimer’s Blood Biomarkers:
A Practical Step-by-Step Guide for Primary Care

STEP 1: PRE-TEST - ESTABLISHING THE CLINICAL SYNDROME

s —
::_ Confirm Objective Cognitive Impairment
§% — Use validated tools iike MoCA, SLUMS, or MMSE to establish
Mild Cognitive Impairment (MCI) or mild dementia.

Clinical
Assessment . .
| MCI | Mild Dementia
Functional Impact Assessment: Functional Impact Assessment:
Measurable cognitive change, Noticeable functional impairment in daily tasks.
independence preserved.

Rule Out Reversible Contributors
Screen for sleep disorders, mood disorders, medication side
effects, and metabolic factors (B12, TSH, CMP).

KEY FINDING: No Asymptomatic Screening. Do not order AD biomarkers
for patients without symptoms, routine labs, or sole family history.

STEP 2: ORDERING - SELECTING THE RIGHT BIOMARKER & LAB

Prioritize p-tau217.
Most specific for Alzheimer’s pathology, primary decision driver.
]

Blood Draw 1
Use p-tau181 for “Rule-Out” Understand Combined Panels
Primary FDA-cleared rule-out; Many labs bundle p-tau with AB42/40 ratio.
negative strongly suggests non-AD. Interpretation primarily driven by p-tau result.

COMMERCIAL BIOMARKER REFERENCE GUIDE
Company/Vendor Test Name Primary Analyte(s) FDA Status
Fujirebio Lumipulse G pTau217/AB42 p-tau217 + AB42 Ratio FDA-Cleared (2025)
Roche Elecsys Phospho-Tau181 p-tau181 FDA-Cleared (2025)
C2N Diagnostics PrecivityAD2™ %p-tau217 + AB42/40 CLIA/LDT
Quest Diagnostics AD-Detect™ p-tau217 + AB42/40 CLIA/LDT
Labcorp ATN Profile p-tau217 or p-tau181 + A42/40 CLIA/LDT
Mayo Clinic Labs Plasma p-tau217 p-tau217 CLIA/LDT
L Regulatory Distinction: FDA-cleared vs. CLIA-regulated Lab Developed Tests (LDTs). )

@ STEP 3: INTERPRETATION - NAVIGATING THE RESULTS

RESULT -

AD biology is unlikely. ( Common in early disease. ] (LAD biology is likely present.]
Cease AD biomarker pursuit. v

v Re-test in 6-12 months [ Confirm clinical syndrome |
FNVESTIGATE ALTERNATIVES: or refer for advanced (MCI vs. Dementia) & initiate

Lewy Budy, FTD, specialist evaluation. | referral/treatment pathway. |
Vascular pathology. v

SUPPORT MARKERS:
ApoE genotyping (ARIA risk);
| NIL (general neurodegeneration). |

STEP 4: POST-TEST - SPECIALIST REFERRAL AND CONFIRMATION

Q CONFIRMATORY GOLD STANDARDS
Referral to Neurology/Specialty Care. - -
.~-. Required for positive biomarkers, Amyloid PET Imaging | CSF (Lumbar Puncture)
sggf‘:rar':' atypical presentations, or age <65. | Usually required before initiating anti-amyloid treatments. |

ACCURACY IMPROVEMENT: High-performance blood test increases PCP
diagnostic accuracy from ~61% to over 90% (matching specialists).
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