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Background

* Two complementary sources of information are now
available before symptoms appear: Alzheimer’s
Disease (AD) biomarkers (PET, CSF, plasma p-tau217),
which detect Alzheimer's-related pathology, and
genetic risk factors (APOE genotype), which reflect
susceptibility to AD.

* In asymptomatic individuals, biomarker testing yields
heterogeneous profiles linked to a probabilistic risk of
cognitive impairment; within the A/T(N) framework,
these profiles carry different prognostic trajectories.

* Cognitively unimpaired individuals with abnormal
biomarkers show increased risk of cognitive decline at
the group level, yet many remain stable for years,
reflecting marked interindividual variability.

*  As demand for testing grows, standardized approaches
for responsibly communicating biomarker-based risk in
asymptomatic populations remain limited, a gap
relevant across research and specialized clinical

settings such as Brain Health Services.

To establish minimum standards for
communicating biomarker- and genetic-based
dementia risk in cognitively unimpaired
individuals, ensuring respect for autonomy,
transparency about uncertainty, and protection
from harm.

Standard Operating Procedure (SOP) =2 Wwe
developed an SOP integrating biomarker and genetic risk
factors within a clinical framework for communicating
dementia risk in cognitively unimpaired individuals.

Scope =2 It is intended for specialized neurology-led or
multidisciplinary settings and research contexts, not for
routine primary care, individuals with cognitive
symptoms, or carriers of deterministic autosomal-
dominant mutations.

Sources & development > Built through
interdisciplinary expert consensus and informed by
disclosure practices from analogous predictive contexts
(cancer and other neurodegenerative diseases). It defines
professional roles, ethical safeguards, and a structured
multi-visit pathway.
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Results (The SOP)

The SOP conceptualizes disclosure as a voluntary, longitudinal process rather than a single act. Findings are framed as probabilistic indicators rather than diagnoses
and situated within an integrated clinical-biological context and the individual's own perspective on their brain health.

Guiding principles

Disclosure of probabilistic risk of future (not current)
disease must rest on principled standards. Five principles
frame it as a protective, deliberative, bidirectional
process (Figure 1).

Both the decision to test and to
receive results must be freely
chosen and shared; the right to
know is balanced with the equally
valid right not to know.

Autonomy

Risk information is never shared as
an isolated data point; deliberate
pacing and reflection protect
against anxiety, distress, stigma,
and medicalization.

Non-maleficence

Benefit extends beyond therapy to
informed decision-making,
prevention engagement, and future
planning, or may lie in choosing not
to know; it is context- and person-
dependent.

Beneficence

Biomarker and genetic data are
sensitive health information with
implications for insurance,
employment, and family, and must
remain under the individual's
control.

Confidentiality

Access to counseling,
communication, and follow-up
should not depend on
socioeconomic status, education, or
location.

Figure 1. Principles guiding biomarker- and genetic-based risk
communication.
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The disclosure pathway

The process follows a structured sequence:
exploring  motivation  and assessing
readiness, a reflection period, and result
communication only if the wish to know is
freely re-confirmed, usually across more
than one visit (Figure 2).
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VISIT 1

Pre-test counseling
* Explore motivation
e Clarify what biomarkers and genetic risk
factors can and cannot tell
* Assess psychological readiness

\_ J
4 ™)
REFLECTION PERIOD
Structural safequard

* Individualized timing

Interpreting & representing risk

individual remains

Pre-test counseling

between biological information and clinical

Result communication & follow-up

Contextualizing within brain health

Associations with cognitive decline are well established at the group level,
yet their predictive value for the
probabilistic information is framed and presented can substantially change
how it is perceived and may be misread as certainty.

limited. How

A central component of the process is ensuring understanding of the
distinction
communicating possible outcomes and uncertainties,
psychological readiness. Communication may be deferred when conditions
are not optimal.

diagnosis,
and assessing

Results are delivered in person, in plain language and adapted to each
individual's needs. Follow-up, when needed, monitors adjustment, clarifies
misunderstandings, and reinforces a non-deterministic interpretation.

* Pros and cons worksheet 4 N h
* Protects a voluntary, deliberate choice a Multifactorial context a Relevance and uncertainty
- y,
‘ Biological risk is communicated within Disclosure should emphasize both the
- N a broader discussion of brain health potential value of risk-reduction
VISIT 2 and potentially modifiable dementia strategies and the uncertainty of
Confirmation and disclosure risk factors. y individual clinical outcomes. y
* Re-affirm the wish to know p N ~
* Inperson, plain language e Avoiding stigma ° Person-dependent choices
*  Written summary and visual aids
. Y, Attributing outcomes mainly to Future planning and disclosure
‘ preventive behaviors oversimplifies preferences follow each individual's
disease complexity and risks self- own values and goals.
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FOLLOW-UP (when needed) N\ DEITIE: U J

~2 to 4 weeks and thereafter
* Monitor adjustment
e Clarify misunderstandings

Conclusions

* Reinforce non-deterministic interpretation -

At every step, the individual retains the
right to pause, withdraw, or decide not to

receive results, aright actively
protected, not merely acknowledged.

Figure 2. Structured disclosure pathway.
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Detection alone is insufficient to warrant disclosure of biological
risk information.

¢ This SOP provides an ethically grounded and clinically practical

framework that conceptualizes disclosure as a preference value-
dependent decision.

Its structured multi-step pathway offers a framework for
implementation across clinical practice, research settings, and
Brain Health Services.
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