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A B S T R A C T 

Alzheimer’s disease (AD) is the most common 
aetiology of cognitive impairment worldwide and 
in Hong Kong. There have been rapid advances in 
the use of biomarkers for the diagnosis of AD and 
in the availability of anti-amyloid therapies (AAT) 
to slow cognitive and functional decline. At present, 
there is no consensus in Hong Kong regarding the 
application of AD biomarkers or the use of AAT. A 
multidisciplinary group of 20 medical specialists from 
five professional societies discussed issues related to 
the application of biomarkers for the diagnosis of 
AD pathology and the use of AAT, and reviewed the 
evidence in the context of local experience to inform 
recommendations. A modified Delphi approach 
was adopted to finalise the recommendations. 
Consensus was defined as ≥75% agreement on a 
9-point Likert scale among panellists. The panel 
finalised 26 consensus statements addressing the 
use of AD biomarkers, including neuroimaging and 
fluid biomarkers, as well as the use of AAT, including 
inclusion criteria, serial neuroimaging monitoring 
during treatment, and management of infusion 
reactions. These recommendations are relevant to 
the Hong Kong healthcare setting and may serve as 
guidance for doctors across specialties to facilitate 
appropriate management of AD.
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香港阿爾茨海默病生物標記及抗澱粉樣蛋白治療
應用共識聲明

岑俊強、佘日峯、歐陽東偉、陳卓忻、陳偉智、鄭永強、 
張煜暉、曹慶恩、周子傑、方頌恩、葉耀明、郭星翰、 
賴銘曦、林翠華、李廷俊、駱昭明、莫健英、吳官橋、 

蕭容媛、楊佩如、譚鉅富

阿爾茨海默病是全球及香港最常見的認知障礙病因，近年在利用生物

標記協助診斷，以及使用抗澱粉樣蛋白藥物減緩認知和功能衰退方面

均有迅速發展。目前，香港尚未就阿爾茨海默病生物標記的應用及抗

澱粉樣蛋白治療的使用達成共識。因此，由五個專業學會組成、共20
名來自不同專科的醫學專家成立工作小組，討論生物標記在診斷阿爾

茨海默病病理方面的角色及抗澱粉樣蛋白治療的應用，並結合本地經

驗和相關研究證據制訂建議。小組採用經修訂德爾菲法以確立最終建

議。共識定義為在9分李克特量表上，有不少於75%小組成員表示同
意。專家小組最終制訂了26項共識聲明，內容涵蓋阿爾茨海默病生
物標記的應用（包括神經影像和體液生物標記）以及抗澱粉樣蛋白治

療的使用（包括納入準則、治療期間的持續神經影像監測及輸注反應

的處理）。上述建議適用於香港醫療環境，可為不同專科醫生提供參

考，促進阿爾茨海默病的適切管理。

Introduction
There is increasing demand for accurate diagnosis 
of Alzheimer’s disease (AD) pathology with the 
availability of anti-amyloid therapies (AAT).1,2 
However, diagnostic accuracies for AD pathology 
in primary care and specialised memory clinics 
are approximately 61% and 73%, respectively.3 
In Hong Kong, patients with memory problem 
are often referred to specialised clinics. Plasma 
biomarkers and neuroimaging have revolutionised 
the diagnostic approach to AD. Recently, AAT have 
emerged as disease-modifying treatments targeting 
the underlying pathology of AD.1,2 They have been 
shown to slow cognitive and functional decline and 
reduce amyloid-beta plaque burden.1,2 Nevertheless, 
amyloid-related imaging abnormalities (ARIA), 
frequent intravenous dosing, magnetic resonance 
imaging (MRI) monitoring, treatment costs, and 
healthcare infrastructure to support the new AAT 
treatment in Hong Kong remain important concerns 
in clinical practice.1,2

	 In Hong Kong, there is currently no consensus 
regarding the use of AD biomarkers or AAT. This 
article presents the findings of an expert panel 
convened to formulate the first multispecialty 
consensus recommendations on the use of AD 
biomarkers and AAT, with the aim of providing 
practical local guidance for healthcare practitioners 
based on current evidence and expert opinion. This 
consensus statement comprises two parts, namely, 
the use of AD biomarkers and the use of AAT.

Methods
The joint consensus panel comprised 20 medical 
specialists from Hong Kong: four geriatricians 
(CK Shum, YF Shea, TW Au Yeung, PY Yeung) 
representing the Hong Kong Geriatrics Society; 
three psychiatrists (WC Chan, Linda CW Lam, Allen 
TC Lee) and one neurologist (KY Mok) representing 
the Chinese Dementia Research Association; four 
nuclear medicine physicians (TK Chow, Julio SH 
Kwok, CM Lok, David KK Ng) representing the Hong 
Kong Society of Nuclear Medicine and Molecular 
Imaging; four neurologists (WK Cheng, Nelson YF 
Cheung, Gardian CY Fong, Bonaventure YM Ip) 
representing the Hong Kong Neurological Society; 
and four radiologists (Cherry CY Chan, Danny HY 
Cho, Billy MH Lai, Deyond YW Siu) representing 
the Hong Kong Society of Diagnostic Radiologists. 
The panellists were nominated by the respective 
professional societies and had relevant knowledge 
and experience in the field.
	 Literature searches were conducted in PubMed 
and Ovid to identify relevant articles. The keywords 
used were ‘biomarkers’, ‘Alzheimer’s disease’, 
‘plasma’, ‘amyloid positron emission tomography’, 
‘memory clinic’, ‘lecanemab’, and ‘donanemab’. In 
total, 49 articles were selected, including 10 major 
guidelines,4-13 four meta-analyses or systematic 
reviews,14-17 two randomised controlled trials,1,2 32 
original articles,3,18-48 and one case report.49

	 Consensus statements were developed using 
a modified Delphi process (Fig 1).50 Panellists 
evaluated each drafted statement on a 9-point Likert 
scale (1=strongly agree; 2=agree; 3=moderately 
agree; 4=mildly agree; 5=neutral; 6=mildly disagree; 
7=moderately disagree; 8=disagree; 9=strongly 
disagree). A statement was considered ‘accepted’ if 
at least 75% of panellists rated it 1-3, and ‘rejected’ 
if at least 75% rated it 7-9. Statements with less than 
75% agreement were rephrased and subjected to 
further voting. The level of evidence was determined 
according to the Oxford Centre for Evidence-Based 
Medicine 2011 Levels of Evidence.51

Results
In total, 26 statements met the threshold for 
consensus and were accepted after the first round 
of voting; these are summarised in the Table. No 
statements required rephrasing or further voting.

Part A: Clinical use of biomarkers in 
Alzheimer’s disease
Target population
Statement 1: Testing of biomarkers (including 
plasma, cerebrospinal fluid, or neuroimaging) 
should only be considered in individuals with 
clinically relevant cognitive impairment.
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	 Two recent diagnostic criteria for AD7,9 
emphasise avoiding AD biomarker testing in 
individuals without cognitive complaints (ie, 
asymptomatic individuals in the community 
who may harbour AD pathology). It remains 
uncertain whether such individuals will progress 
to mild cognitive impairment (MCI) or dementia.7 
Furthermore, there is no evidence that treatment 
in these individuals prevents future cognitive 
decline. Ongoing clinical trials aim to address these 
questions.

Clinical indications
Statement 2: Biomarkers may be used in individuals 
with young-onset dementia (ie, onset before 65 years 
of age).
Statement 3: Biomarkers may be used in individuals 
with suspected Alzheimer’s disease and an atypical 
clinical course (eg, non-amnestic presentation, rapid 
or slow progression, or mixed aetiology).
	 Individuals with young-onset dementia may 
have various potential underlying aetiologies. 
Moreover, young-onset AD (ie, before 65 years of 

age) is more likely to present with atypical clinical 
features, including prominent agnosia (posterior 
cortical atrophy), predominant language impairment 
(logopenic variant primary progressive aphasia), 
marked behavioural manifestations (eg, disinhibition 
in behavioural variant AD), or atypical parkinsonism, 
as seen in corticobasal syndrome.10,16 Confirmation 
of underlying AD pathology is important when 
considering AD-specific treatment.

Statement 4: Biomarkers may be used in individuals 
with suspected Alzheimer’s disease and an amnestic 
presentation.
	 The diagnostic accuracy of a clinical diagnosis 
of AD is approximately 77%, even among dementia 
specialists.3 Observational studies and drug trials 
have shown that 15% to 20% of individuals clinically 
diagnosed with late-onset AD dementia had negative 
amyloid positron emission tomography (PET) 
results.10 The prevalence of amyloid PET positivity 
decreases with advancing age among patients with 
typical amnestic dementia, reflecting an increasing 
prevalence of non-AD pathologies (eg, limbic-
predominant age-related TDP-43 encephalopathy) 
that can clinically mimic AD.5

Statement 5: Biomarkers can be used when anti-
amyloid therapy is under consideration.
	 Initiation of AAT requires confirmation 
of AD pathology in accordance with current 
recommendations.6,11 At present, either amyloid PET 
imaging or cerebrospinal fluid (CSF) biomarkers is 
recommended.6,11

Amyloid positron emission tomography imaging
Statement 6: Amyloid positron emission tomography 
scanning (using visual interpretation, with or 
without assistance from standardised uptake value 
ratio or the Centiloid scale) can be used to confirm 
Alzheimer’s disease pathology.
Statement 7: The Centiloid scale is encouraged 
for comparison of amyloid positron emission 
tomography scans performed across different centres 
and for longitudinal monitoring of treatment 
response to anti-amyloid therapies.
Statement 8: Alzheimer’s disease plasma biomarkers 
may be considered as an initial test before 
proceeding to amyloid positron emission tomography 
scanning for confirmation.
	 Amyloid PET imaging provides direct 
visualisation of amyloid plaques in the brain, enabling 
confirmation of amyloid pathology.10 Currently, only 
11C-Pittsburgh compound B, 18F-flutemetamol, and 
18F-florbetaben are available locally. In the IDEAS 
study (Imaging Dementia—Evidence for Amyloid 
Scanning), which involved 11 409 individuals, patient 

FIG 1.  Modified Delphi process for development of the 
consensus statements on Alzheimer’s disease biomarkers and 
anti-amyloid therapies in Hong Kong

Steering Group meeting (Round 1) [December 2024]
•	 Recruitment of 20 panellists from five professional 

societies
•	 Face-to-face discussion of core domains to be included 

in the consensus statements
•	 Drafting of consensus statements by 1st and 2nd 

authors based on a systematic literature review

Statement agreement (Round 2) [March-June 2025]
•	 Face-to-face evaluation of the draft statements in 

March 2025
•	 Individual feedback collated by the facilitator
•	 Modification of statements according to steering group 

feedback (April 2025)
•	 Final list of statements ratified individually by the 

steering group (May-June 2025)

Voting (Round 3) [July 2025]
•	 Voting according to 9-point Likert scale by the panellists
•	 All voting was anonymous

Results analysis
•	 Round 3 results were collected and analysed
•	 Votes were counted
•	 Results were shared anonymously with the panellists
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TABLE.  Summary of voting results for each statement

Evidence 
quality

Consensus level (responses)

1 2 3 4 5 6 7 8 9

Part A: Clinical use of biomarkers in Alzheimer’s disease

Statement 1: Testing of biomarkers (including plasma, cerebrospinal fluid, 
or neuroimaging) should only be considered in individuals with clinically 
relevant cognitive impairment.

1 55% 35% 0 10% 0 0 0 0 0

Statement 2: Biomarkers may be used in individuals with young-onset 
dementia (ie, onset before 65 years of age).

1 70% 30% 0 0 0 0 0 0 0

Statement 3: Biomarkers may be used in individuals with suspected 
Alzheimer’s disease and an atypical clinical course (eg, non-amnestic 
presentation, rapid or slow progression, or mixed aetiology).

1 60% 40% 0 0 0 0 0 0 0

Statement 4: Biomarkers may be used in individuals with suspected 
Alzheimer’s disease and an amnestic presentation.

1 65% 35% 0 0 0 0 0 0 0

Statement 5: Biomarkers can be used when anti-amyloid therapy is under 
consideration.

1 90% 5% 0 5% 0 0 0 0 0

Statement 6: Amyloid positron emission tomography scanning (using visual 
interpretation, with or without assistance from standardised uptake value 
ratio or the Centiloid scale) can be used to confirm Alzheimer’s disease 
pathology.

1 55% 45% 0 0 0 0 0 0 0

Statement 7: The Centiloid scale is encouraged for comparison of amyloid 
positron emission tomography scans performed across different centres and 
for longitudinal monitoring of treatment response to anti-amyloid therapies.

1 45% 50% 5% 0 0 0 0 0 0

Statement 8: Alzheimer’s disease plasma biomarkers may be considered as 
an initial test before proceeding to amyloid positron emission tomography 
scanning for confirmation.

1 45% 50% 5% 0 0 0 0 0 0

Statement 9: Tau positron emission tomography may aid in the diagnosis 
of atypical Alzheimer’s disease and may provide prognostic information in 
individuals with mild cognitive impairment or those undergoing anti-amyloid 
therapies. At present, it should not be used routinely.

2 35% 65% 0 0 0 0 0 0 0

Statement 10: Cerebrospinal fluid biomarkers (Aβ42, total tau, 
phosphorylated tau 181, and ratios including Aβ42/Aβ40, total tau/Aβ42, 
and phosphorylated tau 181/Aβ42) may be used to confirm Alzheimer’s 
disease pathology.

1 60% 40% 0 0 0 0 0 0 0

Statement 11: Plasma phosphorylated tau 217 can be used to support 
the diagnosis of Alzheimer’s disease pathology. A three-range (two-cutoff) 
approach, with test sensitivity and specificity of at least 90% in the intended 
population, is recommended.

1 40% 55% 5% 0 0 0 0 0 0

Statement 12: Plasma phosphorylated tau 181 may assist in the diagnosis 
of Alzheimer’s disease among individuals with cognitive complaints. 
Confirmation of Alzheimer’s disease pathology with amyloid positron 
emission tomography or cerebrospinal fluid biomarkers is needed.

2 50% 20% 30% 0 0 0 0 0 0

Statement 13: The plasma Aβ42/Aβ40 ratio may assist in the diagnosis 
of Alzheimer’s disease among individuals with cognitive complaints. 
Confirmation of Alzheimer’s disease pathology with amyloid positron 
emission tomography or cerebrospinal fluid biomarkers is needed. However, 
robustness remains a major limitation affecting clinical use.

1 35% 50% 5% 0 10% 0 0 0 0

Statement 14: Plasma biomarkers or other diagnostic tests can be used 
to diagnose Alzheimer’s disease if they achieve a minimum sensitivity and 
specificity of at least 90% for the identification of moderate or frequent 
neuritic plaques at autopsy (gold standard) or approved surrogates (amyloid 
positron emission tomography or cerebrospinal fluid biomarkers).

1 20% 70% 10% 0 0 0 0 0 0

Statement 15: Given rapid progress in the field of Alzheimer’s disease 
biomarkers, local professional bodies should organise updates and share 
local experience regarding their use.

5 60% 35% 5% 0 0 0 0 0 0

Part B: Anti-amyloid therapies

Statement 16: Patients with Alzheimer’s disease should have either 
mild cognitive impairment or early dementia. Given the generally lower 
educational level among the older population, the diagnosis of mild cognitive 
impairment or mild dementia should be primarily based on clinical history.

2 40% 40% 5% 5% 10% 0 0 0 0

Statement 17: The Hong Kong version of the Montreal Cognitive 
Assessment can be used to support the classification of mild cognitive 
impairment or mild dementia, with locally validated cutoffs according to age 
and educational level.

2 45% 35% 5% 0 15% 0 0 0 0
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management changed in 60.2% of those with MCI 
and 63.5% of those with dementia.30 The diagnosis 
changed from AD to non-AD in 25.1% of patients 
and from non-AD to AD in 10.5%.30 Amyloid PET 
has been included as a core biomarker of amyloid 
deposition.9 It should be performed before initiation 
of AAT and may be used to confirm AD pathology 
in individuals with inconclusive plasma or CSF 
biomarker results.9,12,17 However, high cost and 
limited availability may restrict its routine use. 
Therefore, measurement of plasma AD biomarkers 
as an initial test is recommended before proceeding 
to amyloid PET imaging (eg, in the context of 
financial constraints).12,17

	 Given the availability of multiple centres 
offering amyloid PET imaging in Hong Kong and the 
potential need for serial scans to monitor response 
to AAT, reporting of amyloid burden using the 
Centiloid scale is encouraged.21

Tau positron emission tomography imaging
Statement 9: Tau positron emission tomography 
may aid in the diagnosis of atypical Alzheimer’s 

disease and may provide prognostic information in 
individuals with mild cognitive impairment or those 
undergoing anti-amyloid therapies. At present, it 
should not be used routinely.
	 Only one tau PET tracer is currently available 
in Hong Kong: 18F-T807 (also known as 18F-AV-1451 
or 18F-flortaucipir). In donanemab trials, individuals 
with a lower tau burden on tau PET demonstrated 
greater slowing of cognitive decline compared 
with those with higher tau deposition.2 A previous 
study has also shown that tau deposition follows 
characteristic patterns in atypical AD, such as 
increased uptake in the posterior regions in posterior 
cortical atrophy and in the language-dominant left 
hemisphere in logopenic variant primary progressive 
aphasia.32

Cerebrospinal fluid biomarkers
Statement 10: Cerebrospinal fluid biomarkers 
(Aβ42, total tau, phosphorylated tau 181, and 
ratios including Aβ42/Aβ40, total tau/Aβ42, and 
phosphorylated tau 181/Aβ42) may be used to 
confirm Alzheimer’s disease pathology.

TABLE.  (cont'd)

Evidence 
quality

Consensus level (responses)

1 2 3 4 5 6 7 8 9

Statement 18: The use of anti-amyloid therapies should be reviewed if 
patients progress to moderate dementia.

2 55% 40% 0 0 5% 0 0 0 0

Statement 19: Blood pressure should be adequately controlled according to 
age and co-morbidities before initiation of anti-amyloid therapies.

4 55% 40% 0 5% 0 0 0 0 0

Statement 20: Patients who are unable to undergo regular magnetic 
resonance imaging (eg, due to claustrophobia or the presence of magnetic 
resonance imaging–incompatible devices) should not receive anti-amyloid 
therapies.

1 45% 55% 0 0 0 0 0 0 0

Statement 21: Serial magnetic resonance imaging scans (at least 1.5T, 
preferably 3.0T) using a standardised protocol and consistent magnetic 
field strength are recommended during anti-amyloid therapy to monitor the 
development of amyloid-related imaging abnormalities.

1 95% 5% 0 0 0 0 0 0 0

Statement 22: Apolipoprotein E genotyping is recommended before 
initiation of anti-amyloid therapies.

2 45% 55% 0 0 0 0 0 0 0

Statement 23: Patients and their relatives should be fully informed of the 
common non-specific symptoms of amyloid-related imaging abnormalities, 
including headache, dizziness, confusion, nausea, vision changes, gait 
disturbance, or seizures. They should be advised to inform the attending 
physician or emergency department promptly if such symptoms occur, and 
brain magnetic resonance imaging should be arranged as early as possible 
(if indicated).

1 75% 20% 0 5% 0 0 0 0 0

Statement 24: Patients receiving anti-amyloid therapies should have an 
alert in their electronic medical record or be issued a drug card.

5 85% 10% 5% 0 0 0 0 0 0

Statement 25: A multidisciplinary approach is recommended when 
administering anti-amyloid therapies. This approach involves clinicians 
experienced in the management of cognitive impairment (eg, geriatricians, 
neurologists, psychiatrists, nuclear medicine physicians, and radiologists).

2 65% 30% 5% 0 0 0 0 0 0

Statement 26: Infusion reactions, including hypersensitivity and acute 
symptoms such as fever, chills, or nausea, may occur during administration 
of anti-amyloid therapies. Protocols should be developed to manage various 
infusion reactions so that medical staff in wards or day centres can respond 
promptly and reduce the risk of recurrence.

2 60% 40% 0 0 0 0 0 0 0
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	 It is well established that individuals with AD 
have approximately 50% lower CSF Aβ42 levels 
than non-AD controls, owing to amyloid plaque 
deposition, and approximately twofold higher 
total tau (T-tau) or phosphorylated tau (p-tau181) 
levels, reflecting neuronal injury and release of 
neurofibrillary tangles into the CSF.15 Ratios such 
as Aβ42/Aβ40, T-tau/Aβ42, and p-tau181/Aβ42 
improve diagnostic accuracy for AD pathology.15 
A local study demonstrated that the sensitivity and 
specificity of the CSF Aβ42/T-tau and Aβ42/p-
tau181 ratios were 96% and 83%, and 92% and 83%, 
respectively.31 Cerebrospinal fluid biomarkers may 
be used to confirm AD pathology in individuals with 
inconclusive plasma biomarker results.6,9,11

Plasma biomarkers
Statement 11: Plasma phosphorylated tau 217 can 
be used to support the diagnosis of Alzheimer’s 
disease pathology. A three-range (two-cutoff) 
approach, with test sensitivity and specificity 
of at least 90% in the intended population, is 
recommended.
	 Alzheimer’s disease is characterised by 
neurofibrillary tangles composed of p-tau species, 
including p-tau181 and p-tau217.14 These are 
released following neuronal injury and death.14 
Plasma p-tau217 has emerged as a robust 
biomarker for AD pathology and is elevated by 
250% to 600% in patients with AD compared 
with non-AD individuals.3,14,17,19,22,25,26 Multiple 
measurement techniques are available, including 
immunoprecipitation mass spectrometry (IP-MS), 
the Meso Scale Discovery platform, and single 
molecule array. Increasing evidence suggests that 
the diagnostic accuracy of plasma p-tau217 is 
comparable to that of CSF biomarkers or amyloid 
PET imaging.25,26,33 A three-range (two-cutoff) 
strategy has been proposed, comprising a lower 
threshold to rule out AD (90%-95% sensitivity) 
and a higher threshold to rule in AD (90%-95% 
specificity).25 A recent guideline has included plasma 
p-tau217 as a core biomarker for the diagnosis of AD 
pathology.9

Statement 12: Plasma phosphorylated tau 181 may 
assist in the diagnosis of Alzheimer’s disease among 
individuals with cognitive complaints. Confirmation 
of Alzheimer’s disease pathology with amyloid 
positron emission tomography or cerebrospinal fluid 
biomarkers is needed.
	 Similar to p-tau217, plasma p-tau181 is 
elevated in individuals with AD.17,34 Levels can be 
measured using IP-MS, single molecule array, or 
other ultra-sensitive immunoassays.17,34 Previously 
reported values of area under the receiver operating 
characteristic curve (AUC) for the detection of AD 

pathology range from 0.86 to 0.89.17,34 Confirmation 
of AD pathology with amyloid PET imaging or CSF 
biomarker assessment remains necessary.

Statement 13: The plasma Aβ42/Aβ40 ratio may 
assist in the diagnosis of Alzheimer’s disease among 
individuals with cognitive complaints. Confirmation 
of Alzheimer’s disease pathology with amyloid 
positron emission tomography or cerebrospinal fluid 
biomarkers is needed. However, robustness remains 
a major limitation affecting clinical use.
	 Plasma Aβ42 levels and the Aβ42/Aβ40 ratio 
are reduced in individuals with positive amyloid 
PET findings.27 The Aβ42/Aβ40 ratio can be 
measured by IP-MS (AUC=0.86-0.89)17 or by ultra-
sensitive immunoassays (AUC=0.69-0.78).27 The 
plasma Aβ42/Aβ40 ratio correlates with cerebral 
amyloid PET and CSF amyloid measurements, and 
its diagnostic accuracy is relatively high across 
the AD spectrum.17,27 The ratio is more strongly 
associated with amyloid deposition than individual 
plasma Aβ42 or Aβ40 values. However, the plasma 
Aβ42/Aβ40 ratio is reduced by only 8% to 15% in 
individuals harbouring AD pathology,17,27 compared 
with a 40% to 60% reduction in CSF, owing to 
peripheral production of Aβ in extracerebral 
tissues.17 Consequently, there is greater overlap in 
plasma Aβ42/Aβ40 ratios between AD and non-AD 
individuals than in corresponding CSF ratios. The 
robustness of plasma Aβ measurements declines 
substantially with minor increases in the coefficient 
of variation, and plasma Aβ is highly sensitive to 
small measurement biases.18,29 The Aβ42/Aβ40 
ratio may also be affected by medications such as 
sacubitril/valsartan.17

Statement 14: Plasma biomarkers or other 
diagnostic tests can be used to diagnose Alzheimer’s 
disease if they achieve a minimum sensitivity and 
specificity of at least 90% for the identification of 
moderate or frequent neuritic plaques at autopsy 
(gold standard) or approved surrogates (amyloid 
positron emission tomography or cerebrospinal fluid 
biomarkers).
	 The Lumipulse G pTau217/β-amyloid 1-42 
plasma ratio in vitro diagnostic test (Fujirebio, 
Tokyo, Japan) has been approved by the United States 
Food and Drug Administration for the detection 
of Alzheimer’s pathology.52 It adopts a three-range 
approach; confirmatory testing (amyloid PET 
imaging or CSF biomarkers) is required if results 
are indeterminate, which occurs in fewer than 20% 
of patients.52 The reported positive predictive value 
is 92% and the negative predictive value is 97%.52 
Other international organisations have similarly 
recommended performance thresholds of at least 
90% sensitivity and 90% specificity for confirmatory 
tests of AD pathology.12,13
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Role of professional bodies
Statement 15: Given rapid progress in the field of 
Alzheimer’s disease biomarkers, local professional 
bodies should organise updates and share local 
experience regarding their use.
	 Local professional bodies may organise 
workshops or regular updates to guide clinicians. 
Local assays are in development and have shown 
encouraging results (eg, PlasmarkAD; Cognitact, 
Hong Kong SAR, China); they may have future 
clinical utility if they meet the minimum performance 
requirements for the test assay in the intended 
population.24 The use of AD biomarkers suggested in 
the consensus statement was summarised in Figure 2. 

Part B: Anti-amyloid therapies
Target population
Statement 16: Patients with Alzheimer’s disease 
should have either mild cognitive impairment 
or early dementia. Given the generally lower 
educational level among the older population, the 
diagnosis of mild cognitive impairment or mild 

dementia should be primarily based on clinical 
history.
Statement 17: The Hong Kong version of the 
Montreal Cognitive Assessment can be used 
to support the classification of mild cognitive 
impairment or mild dementia, with locally 
validated cutoffs according to age and educational 
level.
Statement 18: The use of anti-amyloid therapies 
should be reviewed if patients progress to moderate 
dementia.
	 Older adults in Hong Kong often have lower 
levels of formal education. Clinical history obtained 
from a primary caregiver should be relied upon when 
assessing cognitive impairment, including staging as 
MCI or dementia. Mild cognitive impairment should 
be diagnosed according to the Petersen criteria,28 
with preservation of activities of daily living. In 
patients with dementia, activities of daily living are 
impaired. The Hong Kong version of the Montreal 
Cognitive Assessment has been locally validated 
and may be used as supportive evidence for the 
diagnosis of MCI or mild dementia.11,35 Alternatively, 

FIG 2.  The use of Alzheimer’s disease biomarkers
Abbreviations: AD = Alzheimer’s disease; PET = positron emission tomography; p-tau181 = phosphorylated tau 181; p-tau217 = 
phosphorylated tau 217; T-tau = total tau
*	 Identification of moderate or frequent neuritic plaques at autopsy

Indications for AD biomarker testing in clinically relevant cognitive impairment:
1.	 Consideration for anti-amyloid therapies
2.	 Young-onset dementia (ie, age <65 years)
3.	 Atypical clinical course
4.	 Amnestic presentation

Consider blood-based biomarkers to assist in supporting AD 
pathology:
1.	 Plasma p-tau217 (three-range or two-cutoff approach), 

with sensitivity and specificity set at ≥90% relative to gold 
standard* or accepted surrogate

2.	 Plasma p-tau181
3.	 Other AD tests that achieve sensitivity and specificity 

≥90% relative to gold standard* or approved surrogates

1.	 Indeterminate plasma p-tau217 result (alternatively, interval repeat testing 
can be considered)

2.	 Confirmation of positive plasma P-tau181 result
3.	 Confirmation of positive result from other AD tests 
4.	 Consideration for anti-amyloid therapies

1.	 Amyloid PET scan (visual interpretation with or 
without quantitative assistance; use of Centiloid 
scale is encouraged for inter-centre comparison 
and longitudinal monitoring) 

2.	 Measurement of cerebrospinal fluid biomarkers 
(T-tau, p-tau181, and Aβ42)
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the Cantonese version of the Mini–Mental State 
Examination may be used in accordance with the 
Clarity-AD study, which included patients with the 
scores between 22 and 30.6,20

Blood pressure
Statement 19: Blood pressure should be adequately 
controlled according to age and co-morbidities 
before initiation of anti-amyloid therapies.
	 Poorly controlled blood pressure has been 
associated with an increased risk of ARIA.8

Magnetic resonance imaging
Statement 20: Patients who are unable to undergo 
regular magnetic resonance imaging (eg, due 
to claustrophobia or the presence of magnetic 
resonance imaging–incompatible devices) should not 
receive anti-amyloid therapies.
Statement 21: Serial magnetic resonance imaging 
scans (at least 1.5T, preferably 3.0T) using a 
standardised protocol and consistent magnetic field 
strength are recommended during anti-amyloid 
therapy to monitor the development of amyloid-
related imaging abnormalities.
	 Magnetic resonance imaging is important for 
monitoring ARIA during treatment with AAT.6,11 
Accurate detection and follow-up are critical. This 
is particularly relevant for sequences used to detect 
microhaemorrhages, including susceptibility-
weighted imaging, T2*-weighted gradient echo (T2* 
GRE), and susceptibility-weighted angiography 
(SWAN); the first two are more commonly used 
in Hong Kong. Susceptibility-weighted imaging 
is reportedly more sensitive than T2* GRE for 
detecting haemosiderin deposition. Nevertheless, 
T2* GRE has been preferred in clinical trials because 
of lower inter-scanner variability.4 A previous study 
comparing SWAN with T2*-weighted imaging 
indicated that SWAN was similar or superior, 
particularly for detecting microbleeds or lesions 
near the skull base.23 Serial MRI scans should be 
performed using standardised imaging protocols 
and, whenever possible, the same scanner to 
minimise inter-scan variability.

Relevant to amyloid-related imaging abnormalities
Statement 22: Apolipoprotein E genotyping is 
recommended before initiation of anti-amyloid 
therapies.
	 Lecanemab was first approved in China in 
January 2024, based on the Clarity-AD study,53 which 
did not include participants of Chinese ethnicity. 
Donanemab was approved in China in December 
2024.54 Consequently, data regarding the use of AAT 
in the Chinese population remain limited. Given 
the early stage of local implementation, patients 

and their relatives should be fully informed of the 
increased risk of ARIA associated with AAT. To 
facilitate informed decision-making, apolipoprotein 
E genotyping should be performed.6,11

Statement 23: Patients and their relatives should be 
fully informed of the common non-specific symptoms 
of amyloid-related imaging abnormalities, including 
headache, dizziness, confusion, nausea, vision 
changes, gait disturbance, or seizures. They should 
be advised to inform the attending physician or 
emergency department promptly if such symptoms 
occur, and brain magnetic resonance imaging should 
be arranged as early as possible (if indicated).
Statement 24: Patients receiving anti-amyloid 
therapies should have an alert in their electronic 
medical record or be issued a drug card.
	 Fatal outcomes have been reported following 
inadvertent administration of intravenous 
recombinant tissue plasminogen activator to 
patients receiving AAT who presented to the 
emergency department with stroke-like symptoms.49 
Patients and their relatives should inform attending 
physicians of ongoing AAT, and brain MRI should 
be arranged as early as possible when clinically 
indicated.49 An alert within the electronic medical 
record system or provision of a drug card may 
enable attending doctors, particularly emergency 
physicians, to be promptly informed of treatment 
status. Physicians planning to initiate local AAT 
services are also encouraged to notify colleagues in 
the stroke team and emergency department.49

Multidisciplinary advice
Statement 25: A multidisciplinary approach is 
recommended when administering anti-amyloid 
therapies. This approach involves clinicians 
experienced in the management of cognitive 
impairment (eg, geriatricians, neurologists, 
psychiatrists, nuclear medicine physicians, and 
radiologists).
	 Experienced clinicians (eg, geriatricians, 
neurologists and psychiatrists) can identify 
suitable candidates, arrange baseline evaluations, 
including apolipoprotein E genotyping, amyloid 
PET imaging and brain MRI, assess the severity of 
cognitive impairment, and manage behavioural 
and psychological symptoms. They can also advise 
on the management of ARIA, particularly in severe 
amyloid-related imaging abnormalities–oedema/
effusion, which may require pulse corticosteroids, 
immunosuppressive therapy, or seizure 
management.6,11 Nuclear medicine physicians 
play a key role in reviewing amyloid and tau PET 
imaging and interpreting treatment-related amyloid 
clearance. Radiologists are important for monitoring 
ARIA and reviewing baseline imaging, including 
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assessment of the number of microhaemorrhages, 
the presence of superficial siderosis, and the number 
of lacunar infarcts.6,11

Infusion reactions
Statement 26: Infusion reactions, including 
hypersensitivity and acute symptoms such as fever, 
chills, or nausea, may occur during administration 
of anti-amyloid therapies. Protocols should be 
developed to manage various infusion reactions 
so that medical staff in wards or day centres can 
respond promptly and reduce the risk of recurrence.
	 Management of infusion reactions should follow 
the relevant appropriate use recommendations.6,11 
The development of clear protocols enables healthcare 
professionals to address these manifestations with 
confidence and to implement appropriate preventive 
measures.6,11 General management may include 
temporary interruption of infusion, intramuscular 
adrenaline injection, bronchodilators, intravenous 
hydrocortisone, second-generation antihistamines, 
and paracetamol.6,11 Preventive measures for 
future infusions may include premedication with 
paracetamol or non-steroidal anti-inflammatory 
drugs, second-generation antihistamines, or 
intravenous hydrocortisone prior to the next AAT 
infusion.6,11 

Conclusion
It is hoped that this consensus statement will 
provide as practical guidance for local clinicians in 
the management of patients with AD. Regarding 
biomarkers in the diagnosis of AD, amyloid PET 
and CSF biomarkers remain the surrogate gold 
standards, while other biomarkers that achieve a 
minimum sensitivity and specificity of at least 90% 
in the intended population may also be used. For the 
administration of AAT, clinicians should be aware 
of contraindications, and relevant risks should be 
explained to patients and their caregivers. For future 
implementation of AAT in public system, accessibility 
to AD biomarkers (eg, plasma biomarkers and 
amyloid PET), MRI capacity for ARIA monitoring, 
healthcare infrastructure to support the new 
treatment, and cost-effectiveness considerations are 
obstacles that need to be addressed.
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