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Summary of PICO/PPICO criteria to define question(s) to be
addressed in an Assessment Report to the Medical Services Advisory
Committee (MSAC)

Table 1 PICO for amyloid-beta pathology testing and APOE genotyping to determine eligibility for lecanemab in patients
with mild cognitive impairment and mild dementia due to suspected Alzheimer’s disease

Component Description

Test: Patients with mild cognitive impairment (MCI) and mild dementia due to

suspected Alzheimer’s disease (AD)

Drug: Patients with mild cognitive impairment and mild dementia due to AD who
have tested positive for amyloid beta (AB) pathology and negative for
apolipoprotein E (APOE) €4 homozygosity

Population

Brain magnetic resonance imaging (MRI) scan and basic dementia screen that

Prior tests
includes blood tests for routine haematology, electrolytes, calcium, glucose,
kidney, liver, and thyroid function, and vitamin B12 and folate levels for all
patients with MCI?®.
Intervention Test:
e AP pathology testing using the following methodologies
o Amyloid positron emission tomography (PET) of the brain
o Immunoassay assessment of t-tau/AB[1-42] in cerebrospinal fluid (CSF)
o Immunoassay assessment of p-tau217 in plasma
e APOE €4 genotype testing by assessment of DNA isolated from plasma
e Brain MRI
o Atinitiation of treatment (in the absence of a recent available MRI)
o Monitoring during lecanemab treatment for Amyloid-Related Imaging
Abnormalities (ARIA)
Drug: lecanemab
Comparators Test:
e Amyloid PET scan: no amyloid PET scan and standard medical

management.

e Immunoassay assessment of t-tau/AB[1-42] in CSF: amyloid PET or no
testing.

e Immunoassay assessment of p-tau217 in plasma: amyloid PET or no
testing.

e APOE €4 genotype testing: no testing and standard medical management.

e Brain MRI for initiation of treatment: Currently MBS funded item for brain
MRI scan.

e Brain MRI for monitoring: no monitoring (and no lecanemab treatment).

e Main comparator: standard of care.
e Near market comparator: donanemab.
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Component Description
Reference e Amyloid PET scan: post-mortem autopsy.
standard e t-tau/AB[1-42] in CSF: amyloid PET scan.
e p-tau2l7in plasma: amyloid PET scan.
e APOE €4 genotype testing: Sanger sequencing.
Clinical utility The amyloid PET or CSF test and testing conditions employed in the pivotal studies,
standard including the PET tracer used and centralised visual interpretation
Outcomes Test-related outcomes:

Amyloid PET of the brain

e Diagnostic performance

o Sensitivity, specificity against reference standard, positive likelihood
ratio, negative likelihood ratio

o Concordance between amyloid PET as conducted in Australia and the
evidentiary standard

o Yield of testing (proportion of patients identified as having brain
amyloid deposition)

o Test reliability/validity

o Test safety
o Levels of radiation exposure, rate and nature of adverse events
associated with the PET tracer and scanning.
o Psychological and physical harms of amyloid PET test results

e Change in management /clinical utility
o Proportion of patients commencing lecanemab following testing
o Proportion of patients with a change in diagnosis following testing
o Proportion of patients continuing/discontinuing/changing treatment
following amyloid PET

e Healthcare system outcomes
o Capacity of healthcare facilities for the increased requests of PET scans
from specialists
o Waiting times and access to PET services
o Equity of access (rural, regional and Indigenous populations)

e Economic outcomes
o Cost per test
o Cost-effectiveness

t-tau/AB[1-42] in CSF

e Diagnostic performance
o Sensitivity and specificity (where evidence available)
o Positive, negative, and overall percentage agreement with amyloid PET
o Turnaround time
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Safety
o Lumbar puncture-related complications
o Other adverse events and harms of CSF testing and test results

Change in management /clinical utility

o Proportion of patients commencing lecanemab following testing

o Proportion of patients with a change in diagnosis following testing

o Proportion of patients continuing/discontinuing/changing treatment
following t-tau/AB[1-42] in CSF

Healthcare system outcomes

o Capacity for lumbar puncture services (infrastructure)

o Laboratory capacity

o Capacity of health professionals for the increased number of patients
requiring lumbar puncture

o Capacity of laboratories for the increased amount of CSF samples for
testing

Economic outcomes
o Cost per test
o Cost-effectiveness

p-tau217 in plasma

Diagnostic performance

o Sensitivity and specificity (compared with amyloid PET)

o positive, negative, and overall percentage agreement with amyloid PET
o Turnaround time

Safety

o Test-related adverse events

Change in management /clinical utility

o Identification of patients likely to have amyloid pathology
o Impact on subsequent use of amyloid PET/CSF testing

o Proportion of patients proceeding to confirmatory testing
o Impact on treatment eligibility decisions

Healthcare system outcomes
o Laboratory capacity
o Impact on access to biomarker testing

Economic outcomes
o Cost per test
o Cost-effectiveness

APOE €4 genotype testing

Safety

o Test-related adverse events
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Change in management /clinical utility

o Impact on treatment eligibility decisions (proportion of patients
commencing lecanemab following testing)

o Impact on ARIA risk stratification

Healthcare system outcomes
o Laboratory capacity
Economic outcomes

o Cost per test
o Cost-effectiveness

Brain MRI (for baseline testing and monitoring purposes)

Safety
o MRI-related adverse events
o Adherence/compliance with monitoring strategy

Change in management /clinical utility

o Impact on treatment management following MRI findings (treatment
interruption, suspension or discontinuation resulting from MRI findings)

o Impact on treatment management after no MRI (e.g. non-compliance,
unable to undergo MRI)

Healthcare system outcomes

o MRI workforce and scanner capacity
o Waiting times

o Geographic access

Economic outcomes
o Cost per scan
o Cost-effectiveness of MRI monitoring strategy

Treatment-related outcomes:

Primary effectiveness outcome: Change from baseline in Clinical Dementia
Rating-Sum of Boxes (CDR-SB) score

Secondary effectiveness outcomes

o Alzheimer Disease Assessment Scale-Cognitive subscale 14 item Version
(ADAS-Cog14)

o Alzheimer’s Disease Cooperative Study-Activities of Daily Living Scale

for Mild Cognitive Impairment (ADCS MCI-ADL)

Alzheimer’s Disease Composite Score (ADCOMS)

EuroQol 5-Dimension 5-Level (EQ-5D-5L)

Quality of Life in Alzheimer’s Disease (QOL-AD)

Zarit Burden Interview (ZBI)

Brain amyloid levels measured by amyloid PET centiloids

O O O O O

Safety outcomes
o Any adverse event
o Any adverse event resulting in discontinuation of treatment
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Component Description

o Any serious adverse event

o Any adverse event resulting in death

o Other types of adverse event where the frequency or severity differs
across groups (e.g. ARIA events and infusion-related reactions)

e Other treatment-related considerations
o Capacity of healthcare facilities for the increased number of patients
who requires intravenous (IV) infusions of lecanemab every 2 weeks
o Capacity of health professionals for the increased number of patients
who are on lecanemab and need monitoring of ARIA
o Cost and cost-effectiveness
o Impact on health equity

e Health care system
o Cost of testing
Capacity for the increased request for testing from specialists
Cost-effectiveness of testing and treatment
Cost of monitoring the safety of treatment
Capacity for the increased demand for the safety monitoring for
patients on treatment
o Financial implications

o O O O

Assessment What is the safety, effectiveness and cost-effectiveness of amyloid pathology
questions testing (including amyloid PET, CSF biomarker and plasma biomarker testing) and
APOE genotyping followed by lecanemab treatment versus no testing and
standard medical management for AD in patients with MCl or mild dementia due
to suspected AD?

AD = Alzheimer’s disease; ADAS-Cog14 = Alzheimer Disease Assessment Scale-Cognitive subscale, 14-item version; ADCOMS = Alzheimer’s
Disease Composite Score; ADCS MCI-ADL = Alzheimer’s Disease Cooperative Study-Activities of Daily Living Scale for Mild Cognitive
Impairment; APOE = apolipoprotein E; ARIA = amyloid-related imaging abnormalities; ARIA-E = amyloid-related imaging abnormalities with
oedemaleffusions; ARIA-H = amyloid-related imaging abnormalities with haemorrhage/hemosiderin deposition; AB = amyloid beta; CDR-SB =
Clinical Dementia Rating-Sum of Boxes; CSF = cerebrospinal fluid; DNA = deoxyribonucleic acid; EQ-5D-5L = EuroQol 5-Dimension 5-Level; IV =
intravenous; MBS = Medicare Benefits Schedule; MCI = mild cognitive impairment; MRI = magnetic resonance imaging; p-tau217 =
phosphorylated tau at threonine 217; PET = positron emission tomography; QOL-AD = Quality of Life in Alzheimer’s Disease; t-tau = total tau; ZBI
= Zarit Burden Interview.

a Basic dementia screen plus blood testing for syphilis serology or human immunodeficiency virus (HIV) for patients with histories suggesting being
at risk

b Basic dementia screen plus chest X-ray and/or electrocardiogram based on clinical presentation
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Purpose of application

The original codependent application requested:
e Medicare Benefits Schedule (MBS) listing of (1) amyloid-beta (AB) pathology testing and (2)
apolipoprotein E (APOE) €4 genotype testing; and
e Pharmaceutical Benefits Scheme (PBS) Authority Required listing of lecanemab

for patients with a clinical diagnosis of mild cognitive impairment (MCI) or mild dementia due to Alzheimer’s
disease (AD).

PICO criteria

Population

Alzheimer’s disease (AD) is a neurodegenerative disorder characterised by the extracellular accumulation
of amyloid-beta (AB) plaques and the intracellular aggregation of neurofibrillary tangles, which are
composed of hyperphosphorylated tau protein (Zheng & Wang 2025). AD also results in gliosis (i.e.,
formation of scar tissues) and loss of synapses and neurons in the brain (Long & Holtzman 2019). AD is
characteristically a disease of older age. The genetic contribution to this typical, late-onset AD remains
incompletely understood, although the apolipoprotein E epsilon 4 (APOE €4) allele has been the most
recognised genetic risk factor, and approximately 60% of people with late-onset AD were found to be
carriers of APOE €4 (Myers et al. 1996). People who are homozygous for the APOE €4 allele have been
found to be more likely to develop dementia, compared to people who are heterozygous/carriers of the
allele (Genin et al. 2011; Myers et al. 1996). Early-onset AD (i.e., onset before 65 years of age) is
uncommon and occurs in approximately 5% of patients with AD, with most cases being sporadic (Wolk &
Dickerson 2024). AD that is inherited (i.e., familial AD) is rare (accounting for <1% of all AD cases) and
routinely has an early onset. In these cases, the autosomal-dominant inheritance pattern is typical, with
mutations in genes including the APP, PSEN1, and PSEN2. Mutations in these genes alter the production or
metabolism of AP protein (Goate et al. 1991; Renbaum & Levy-Lahad 1998; Sherrington et al. 1995).

AD accounts for 50% - 60% of dementia in Australia (Hsu et al. 2025), a condition manifested as loss of
memory, emotion control, language, thinking, and the ability to perform daily activities (World Health
Organisation 2025). In the AD disease course, mild cognitive impairment (MCl) may represent the early
stage of the disease, manifested as a noticeable decline in memory, language, or ability in complex
thinking (Alzheimer's Association 2026). People with MCI caused by AD are 3 to 5 times more likely to
develop dementia, compared to MCI with other aetiologies (Alzheimer's Association 2026).

Based on the Australian Dementia Network registry data?, of the 2,369 patients within the Clinical Quality
registry in 2022, 68% had a dementia diagnosis and 32% had MCI (Ward et al. 2023). In 2024, there were
an estimated 425,000 Australians living with dementia (equivalent to 16 people with dementia per 1,000
Australians (Australian Institute of Health and Welfare 2025)). The estimated number has grown to
446,500 in 2026 (Dementia Australia 2023), and expected to increase to more than 1 million by 2065 if
there is no effective intervention (Australian Institute of Health and Welfare 2025). As AD accounts for
around 50 - 60% of all dementia cases, this means there would be an estimated 212,000 - 255,000 people
in Australia living with AD (in 2024). Estimating the number of people with MCl due to AD in Australia is

! Eligible participants for the Australian Dementia Network registry are individuals aged 18 years and over who
receive a new diagnosis of either dementia or MCl at a participating site.
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more uncertain as there are no national prevalence data for biomarker-confirmed MCI for AD. The
systematic review by Gillis et al (2019) stated that MCl incidence increases substantially with age and is
approximately 22.5, 40.9 and 60.1 per 1,000 person-years in people aged 75-79, 80-84 and 285,
respectively.

Currently, there is no cure for dementia. As the condition progresses, the functional ability of an individual
living with dementia declines, leading to reliance on care providers for all aspects of daily living. An
estimated 1.7 million people in Australia are involved in the care of someone living with dementia
(Australian Institute of Health and Welfare 2024), and 54% of people living in permanent residential aged
care have dementia (Livingston et al. 2024). Dementia is also a leading cause of death and the main reason
for hospital admission in Australia (Australian Bureau of Statistics 2024; Australian Institute of Health and
Welfare 2025). Infections (particularly pneumonia) and eating problems? are common complications in
advanced stage of dementia and are associated with high mortality (Mitchell 2025). Based on Australian
government data for 2022-2023, an estimated spending of $4.7 billion was directly attributed to the
diagnosis, treatment and care of people with dementia in the health and aged care sectors (Australian
Institute of Health and Welfare 2025).

In the clinical setting in Australia, most people with cognitive impairment (78.3%) first report symptoms to
their general practitioners (GPs) (Michaelian et al. 2025). In Australia, the Royal Australian College of
General Practitioners Guidelines® guide clinicians to the diagnosis of MCl or dementia. The key clinical
symptoms and thresholds that lead to the diagnosis of MCl or dementia are summarised in Table 2 below.

Table 2 Clinical symptoms and thresholds for the diagnosis of MCI and dementia

Diagnosis Symptoms Threshold

Mild cognitive Amnestic MCI (most common form of MCI): Patients present with objective cognitive

impairment (MCI) e Forgetting important information (such as decline (memory, language or executive
appointments, names, or recent events) function) compared to their previous

baseline but remain independent and

*  Losing things daily functioning.

Non-amnestic MCI:
e  Problems with language
o Trouble paying attention
o  Finding it harder to make decisions

e  Changes in visual perception that make it
harder to judge distance and identify objects
(especially with low-contrast colours)

Dementia e Memory loss Cognitive decline is significant enough to
o Difficulty communicating interfere with independence and daily
functioning

e  Personality changes
o  Problems with thinking or behaviour

e  Problems with recognising people or what
things are used for

MCI = mild cognitive impairment.
Source: Dementia Australia https://www.dementia.org.au/

2 Eating problems are often multifactorial and contributors of eating problems include oral dysphagia (e.g. food
pocketing or spitting), pharyngeal dysphagia (which may lead to delayed swallowing, aspiration, and aspiration
pneumonia), impaired ability to self-feed, or depression, which may manifest as reduced appetite or refusal to eat.
3 https://www.racgp.org.au/clinical-resources/clinical-guidelines/key-racgp-guidelines/view-all-racgp-
guidelines/silver-book/part-a/dementia accessed on 20 Jul 2026
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People with a possible diagnosis of dementia should be referred to memory assessment specialists or
services for a comprehensive assessment. People identified as having MCl should be offered follow-up
after 6 - 18 months by the memory assessment specialist/service, a GP, other medical practitioner, or
nurse practitioner to monitor cognitive changes and other signs of possible dementia (Dyer et al. 2016).
For people diagnosed with dementia, assessment of medical comorbidities and key psychiatric features
associated with dementia (including depression and psychosis) should be made at the time of diagnosis
and at regular intervals subsequently, to ensure optimal management of coexisting conditions (Dyer et al.
2016).

The diagnosis of MCl or dementia is clinical and relies on a comprehensive assessment which starts with
history taking from the affected person and from a person who knows the affected person well, physical
examination, cognitive mental state examination using a validated instrument such as the General
Practitioner assessment of Cognition (GPCOG)* or Standardised Mini-Mental State Examination (SMMSE)®,
review of medication, and consideration of other causes (including delirium or depression) (Dyer et al.
2016). Based on the findings of the initial assessment®’, the GP would perform a basic dementia screen,
which includes routine haematology, biochemistry test (including electrolytes, calcium, glucose, renal,
liver, and thyroid function, serum vitamin B12 and folate levels (Dyer et al. 2016)8. The GP may also order a
computed tomography (CT) scan of the brain for some people to rule out stroke or brain tumour. If the
diagnosis is unclear based on these investigations, or if the patient is young, the GP would refer the patient
to a specialist (can be a neurologist, psychiatrist, or geriatrician) who can order a brain magnetic resonance
imaging (MRI) or positron emission tomography (PET) scan for further investigation and a confirmed
diagnosis.

The applicant stated that brain MRI for the diagnostic workup of MCI or dementia is currently funded
under MBS item 63004. However, item 63004 is for MRI of the brain for suspected inflammation of the
brain or meninges and is not specific to the assessment of MCl or dementia. In current practice, GPs may
request CT brain imaging to exclude alternative structural causes of cognitive impairment before referral,
and some patients may undergo privately funded MRI. However, MBS items for brain MRI that may be
relevant to excluding alternative intracranial pathology are generally restricted to requests by specialists or
consultant physicians. Therefore, while imaging to exclude other causes of cognitive impairment may be
available under existing MBS arrangements, existing MRI items may not clearly cover a baseline MRI
specifically for determining eligibility for lecanemab. This supports the Department’s view, noted in the
MSAC 1784 Public Summary Document (PSD), that specific MBS items for baseline MRI (prior to lecanemab
treatment) and Amyloid-Related Imaging Abnormalities (ARIA) monitoring may be required.

There are different subtypes of dementia, including AD (most common), vascular dementia, Lewy Body
dementia, and frontotemporal dementia (National Institute for Health 2025). Therefore, clinical diagnosis
can only reveal “possible” or “probable” cases of AD, even those made by experts, since the accuracy of
clinical AD diagnosis has been demonstrated to be variable (a sensitivity ranged from 70.9% to 87.3% and
specificity from 44.3% to 70.8%), and up to 23% of patients clinically diagnosed with AD had no or sparse
AB plaques at autopsy (Beach et al. 2012; Gauthreaux et al. 2020; Sabbagh et al. 2017). Although brain MRI

4 https://gpcog.com.au/, accessed on 06Jul2026

5 https://www.ihacpa.gov.au/sites/default/files/2024-09/smmse-guidelines-ihacpa.pdf, accessed on 06Jul2026

5 1n people with histories suggesting being at risk, testing for syphilis serology or human immunodeficiency virus (HIV)
should be included.

7 Based on the clinical presentation, chest X-ray or electrocardiogram should be included in the assessment.

8 Cerebrospinal fluid examination should not be performed as a routine investigation for dementia unless Creutzfeldt-
Jakob disease is suspected or in rapidly progressive dementia.

9
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can identify the structural hallmarks of AD, such as hippocampal atrophy and/or atrophy of the cerebral
cortex, major challenges associated with use of MRI in patients included in the proposed population are (1)
their impaired cognition, and (2) presence of metal implanted medical device(s).

PASC considered that the population should be defined as individuals with suspected AD, who are
undergoing assessment for potential treatment with lecanemab.

The current clinical practice guidelines, Clinical Practice Guidelines and Principles of Care for People with
Dementia (released in 2016), did not include fluorodeoxyglucose positron emission tomography (FDG-PET)
scan of the brain®, as well as testing of cerebrospinal fluid (CSF) biomarkers (including AB peptide, total tau
protein, and phosphorylated tau) via lumbar puncture, as the investigative tools for the diagnosis of AD.

However, FDG-PET has become available (MSAC application 1195.1, considered by MSAC in November
2020) and listed on the Medicare Benefits Schedule (MBS)° to assist in the diagnosis of AD when clinical
evaluation by a specialist is inconclusive. In the draft update to the current clinical practice guidelines
(hereafter referred to as draft update guidelines) which is currently out for public consultation and are
intended to be released by the end of this year, it is recommended that FDG-PET imaging should be
considered by the specialist in the diagnostic process for an individual with suspect diagnosis of dementia,
when uncertainty persists after comprehensive clinical assessment that includes a detailed history,
neurobehavioural assessment, cognitive testing and structural brain imaging (Recommendation 5).
However, consultation feedback obtained during the consideration of MSAC application 1784 stated that
FDG-PET is unable to detect amyloid burden and therefore would not be a suitable comparator for amyloid
PET testing.

Testing of CSF biomarkers (AB[1-42], p-tau181 and total tau)'! is also currently available in Australia but is
not listed on the MBS. A recent national survey of medical specialists from 30 clinics across Australia that
assess people with MCl demonstrated that approximately 40% of clinics reported using imaging
biomarkers, such as FDG- or amyloid PET, in their diagnostic workup and only one clinic performed this
routinely (in >70% of patients) (Michaelian et al. 2025). Regarding CSF sampling for the testing of
biomarkers, 60% of the surveyed clinics reported never or not available for testing, and a further 30%
reported rarely referring their patients for CSF sampling.

Blood-based biomarker testing, such as testing for p-taul81 or p-tau217 (currently both biomarker tests
are approved by the Therapeutic Goods Administration [TGA] and listed on the Australian Register of
Therapeutic Goods [ARTG]), has recently become available in Australia. The draft update guidelines
recommend using a blood-based biomarker test with sensitivity 290% and specificity 275% as a triaging
test, and a test with sensitivity 290% and specificity 290% as a confirmatory test, to determine the
presence or absence of AD pathology in the brain during specialist diagnostic workup of individuals with
MCI or dementia (Recommendation 3 and 4).

PASC raised concerns regarding potential use outside of the intended population i.e. those for whom
treatment with amyloid targeting therapies is being considered, if the p-tau217 test is publicly funded. In

9 AD affects particular areas of the brain more than others — loss of brain cell activity in these areas leads to less
glucose metabolism in those areas. FDG PET has a characteristic AD pattern that shows bilateral temporoparietal and
posterior cingulate hypometabolism.
10 MBS item 61560. URL: https://www9.health.gov.au/mbs/fullDisplay.cfm?type=item&q=61560&qt=ItemID
1 National Dementia Diagnostic Laboratory (The Florey). URL: https://florey.edu.au/our-research/scientific-facilities-
and-research-services/national-dementia-diagnostics-laboratory/ Accessed on 16 July 2026
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addition, equity considerations relating to access to diagnostic investigations and monitoring, particularly
for regional, remote, and Aboriginal and Torres Strait Islander populations were raised.

PASC considered that to limit the use of tests to the intended population, eligibility criteria and patient
characteristics should be clearly specified within the item descriptors.

Based on the current Australian clinical practice guidelines (released in 2016), APOE genotype testing has
no role in the diagnostic workup for people with suspected late-onset dementia (Dyer et al. 2016). In this
application, genotyping is proposed to be used later in the diagnostic algorithm for the purposes of
identifying those who may be at higher risk of side effects of therapy rather than diagnosis of dementia.

PASC noted that a finding of APOE €4 homozygosity created a treatment dilemma because individuals with
APOE €4 homozygosity were excluded from eligibility for lecanemab because of the higher adverse event
risk and yet these individuals had a significantly elevated risk of late-onset AD.

PASC noted that Aboriginal and Torres Strait Islander populations had the highest frequency of carrying at
least one APOE &4 allele among all Australian populations, the highest frequency of APOE €4/c4
homozygosity, and more than twice the dementia prevalence of non-Indigenous Australians. PASC also
noted that the protective APOE €2 allele appears to be absent in this population, compared with a reported
prevalence of approximately 5% to 8% in other population groups. These factors may influence both
treatment eligibility and risk of treatment-related adverse events, and reinforced the importance of
culturally appropriate counselling and equitable access to testing and treatment services.

Currently in Australia, acetylcholinesterase inhibitors (AChEl) and N-methyl-D-aspartate (NMDA) receptor
antagonist are listed on the PBS for treatment of mild to severe AD*2. These treatments are used for
symptom management, rather than disease modification. Two amyloid-targeting therapies, donanemab
and lecanemab, were recently approved by the TGA for the treatment of early-stage AD®3. Neither drug is
listed on the PBS at the time of PASC’s consideration of this application. The PBAC did not recommend the
listing of donanemab in the July 2025 PBAC Meeting, and lecanemab is yet to be considered by the PBAC.

Intervention
In the application, proposed health technologies include the following:

e  For biomarker testing
o Amyloid PET scan of the brain (investigative)
o Immunoassay assessment of t-tau/AB[1-42] in CSF (investigative)
o Immunoassay assessment of phosphorylated tau 217 (p-tau217) in plasma (investigative)
o APOE €4 genotype testing in plasma (investigative)
e Other tests to determine treatment eligibility

o Brain MRI as part of the diagnostic workup (investigative)

12 pBS listed acetylcholinesterase inhibitors include donepezil, rivastigmine, and galantamine; PBS listed NMDA
antagonist includes memantine.
13 Donanemab was approved by the TGA in May 2025; lecanemab was approved by the TGA in September 2025.
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e Fortreatment
o Lecanemab (therapeutic)
e For treatment safety monitoring
o Brain MRI scans (investigative)

It should be noted that the TGA information clearly states that brain MRI should be done prior to the 37,
5t 7% and 14" infusions of lecanemab and therefore (for the purpose of an economic model) the
proposed arm should be lecanemab plus MRI monitoring (both are given together, or neither are given).

The application proposes that (1) all patients with MCl or mild dementia due to suspected AD would be
eligible to undergo biomarker testing associated with determining eligibility to access lecanemab through
the PBS; (2) patients who have commenced on lecanemab treatment receive brain MRI scans for
monitoring of the development of ARIA.

For patients who did not receive a brain MRI as part of their AD diagnostic workup, a new MBS item was
proposed to support baseline MRI before lecanemab treatment to ensure there is no pathology that would
preclude treatment. The MRI exclusion criteria used in the pivotal Phase Ill CLARITY AD trial and
subsequently reflected in published “Appropriate Use Recommendations” (Cummings 2023) included more
than four cerebral microhaemorrhages, any macrohaemorrhage greater than 10 mm, superficial siderosis,
vasogenic oedema, multiple lacunar infarcts, prior major territorial stroke, severe cerebral small-vessel
disease, cerebral amyloid angiopathy-related inflammation (CAA-ri), amyloid B-related angiitis (ABRA), or
other clinically significant intracranial pathology (van Dyck et al. 2023).

The biomarker tests (amyloid PET and immunoassay assessments) are proposed to confirm the presence of
beta-amyloid deposition in the brain, thereby supporting AD pathology as the underlying cause of the
condition. The APOE €4 genotype testing is proposed to determine which patients are at substantial risk of
developing ARIA, with the aim of identifying those who would be considered ineligible for lecanemab
treatment before it is initiated (due to their increased risk profile).

Amyloid PET

Amyloid PET is a diagnostic test that utilises radioactive tracer (a positron emitter) such as 18F-florbetaben
(FBB) or 18F-Florbetapir (FBP)'* to detect the presence of amyloid plagues in the brain which are a
hallmark of AD (QueenslandXRay). Ordered by a specialist (primarily a neurologist, geriatrician, or
psychiatrist), amyloid PET scan occurs in a radiology clinic. An intravenous (IV) cannula is first placed into a
patient’s arm for the injection of the PET tracer. Once the infusion of the tracer is completed, a 60-90
minute period will be allowed for the patient to rest and for tracer uptake to take place. Thereafter, the
patient would lie on the bed passing through the middle of the PET scanner, while the scanner acquires
images of the patient’s brain (QueenslandXRay). The distribution of radiotracers in the brain is then
analysed and interpreted by a PET-credentialled specialist (i.e., the traditional visual assessment based on
a qualitative judgement rather than a numerical threshold). A PET-credentialled specialist is a specialist or
consultant physician, including nuclear medicine physicians and radiologists, who has been recognised and
credentialled to supervise and report on PET scanning services under the Australian Department of Health
and Aged Care guidelines.

1 |n Australia, both 18F-florbetaben and 18F-Florbetapir are commercially manufactured and distributed by Cyclotek.
Amyloid PET radiopharmaceuticals may also be produced by hospital nuclear medicine departments in Australia with
onsite cyclotrons.
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The key finding of amyloid PET imaging in AD is increased radiotracer binding to its targets (AB plaques in
the cerebral cortex) resulting in loss of grey-white matter distinction, which is categorised as the positive
finding (Mallik, Drzezga & Minoshima 2017).

While a negative amyloid PET scan may exclude AD with high degree of certainty, a positive amyloid PET by
itself (in the absence of a comprehensive clinical assessment) does not confirm the diagnosis of AD since
AB plaques are not specific for AD. Among people with normal cognition, the prevalence of amyloid
deposition was found to increase with age — from approximately 10% (95% confidence interval [CI], 8—
13%) at the age of 50 years, rising to 44% (95% Cl, 37-51%) by age 90 years (Jansen et al. 2015).
Considering this, the draft update guidelines recommend that amyloid PET is not routinely used for
diagnosing dementia subtype in patients with suspected AD during a specialist assessment. The Guideline
Development Group of the updated guidelines (hereafter referred to as the Guideline Development
Group) considered that the diagnostic value of amyloid PET may be greater in specific scenarios when
diagnostic uncertainty remains after standard evaluation and the result is expected to influence eligibility
to clinical treatment or prognosis (e.g. clarifying the diagnosis in a patient with younger-onset dementia
with an atypical clinical presentation) (DRAFT FOR PUBLIC CONSULTATION: Dementia Clinical Practice
Guidelines and Principles of Care May 2026).

Regarding the safety of amyloid PET, the Guideline Development Group noted that the available evidence
did not indicate clinically important harms (DRAFT FOR PUBLIC CONSULTATION: Dementia Clinical Practice
Guidelines and Principles of Care May 2026). Nevertheless, the National Institute for Health and Care
Excellence (NICE) noted that PET imaging may be distressing for certain patients (e.g. claustrophobia)
(National Institute for Health and Care Excellence 2018). A study of participant views in the UK revealed
that around 4% of patients rated their experience with FDG-PET/CT as “unpleasant” (Bamford et al. 2016).
This was mostly due to physical (dis)comfort and the scanning experience itself, specifically: discomfort
from lying on the scanner bed and difficulties with remaining still during the scan. These issues may pose
challenges to patients with cognition impairment. For patients with significantly reduced kidney function
or those with tracer allergies, the amyloid PET scan may not be a safe investigative modality.

Amyloid PET for AD was previously reviewed by MSAC. The MSAC PSD for application 1784 (donanemab)
(hereafter refer to as 1784 MSAC PSD) (pp52-53) states: “The ESCs noted the commentary’s review
concluded that amyloid PET using 18F-flutemetamol (FMM), 18F-florbetaben (FBB), or 18F-florbetapir
(FBP) showed relatively high sensitivity and specificity (pooled estimate, 93% and 91%, respectively) and
provides a reliable test for determining AB pathology. However, the ESCs considered that the correlation
between AP pathology and AD to be unclear, noting that AP may also be found in the brains of individuals
without symptoms of MCl or AD. Indeed, a proportion (20% - 30%) of cognitively normal individuals or
individuals with other non-AD dementia, test positive on amyloid PET and this proportion increases to 50%
in older individuals who are APOE4 positive. Additionally, the ESCs noted that the positive predictive value
of amyloid PET to detect AD is highest in younger patients (late 40s to early 50s) with a high pretest
probability of AD, based on clinical evaluation. Both positive and negative predictive values of amyloid PET
are less reliable in older patients, particularly in those who are APOE4 positive.” MSAC also noted the
limited availability and geographical inequity of access to PET machines in Australia (1784 MSAC PSD, p6)®.
Access may also be limited by structural factors such as availability of trained staff and specialised
infrastructure (DRAFT FOR PUBLIC CONSULTATION: Dementia Clinical Practice Guidelines and Principles of
Care May 2026).

15 Available from: https://www.msac.gov.au/applications/1784
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Regarding the uptake of FDG-PET in Australia, which is currently funded by the MBS for the diagnosis of AD
(Item 61560), it was pointed out in the draft update guidelines that acceptability of FDG-PET in Australian
clinical practice is limited by capacity constraints, long wait times, and inadequate infrastructure, which
restrict actual test uptake rather than willingness (DRAFT FOR PUBLIC CONSULTATION: Dementia Clinical
Practice Guidelines and Principles of Care May 2026).

Immunoassay assessment of t-tau/AB[1-42] in CSF

In the application, CSF biomarker testing for t-tau/AB[1-42] is proposed to be a test to confirm amyloid
pathology in the brain which is part of the eligibility criteria for a patient with MCI or mild dementia to be
treated with the proposed treatment (lecanemab). CSF biomarker testing was not included in the current
practice guidelines as an investigative tool for the diagnosis of AD as the routine use of this diagnostic
technology was still under evaluation and was considered to be premature at the time when the guidelines
were released in 2016 (p20 of the guidelines) (Dyer et al. 2016). The testing was later approved by the
TGA and became available at the National Dementia Diagnostic Laboratory (NDDL)® in Melbourne since
late 2024. Other pathology laboratories in the country that analyse specialised biomarkers of AD include
the Concord Hospital Diagnostic Pathology Unit (NSW), St. Vincent’s Hospital Melbourne (VIC), SA
Pathology/Royal Adelaide Hospital (SA), Sullivan Nicolaides Pathology Brisbane (QLD)Y, Austin Pathology
(VIC)®8, and PathWest (WA)*°.

Immunoassay assessment of t-tau/AB[1-42] in CSF is requested by a specialist, usually a neurologist,
geriatrician or physician in a local cognitive clinic. CSF is collected by lumbar puncture in a consulting room,
hospital outpatient setting, pathology laboratory, or other specialist service, with local anaesthesia or mild
sedation available if required. In some centres, diagnostic imaging providers may also coordinate or
facilitate CSF collection and testing. The procedure is performed by a medical practitioner or trained nurse
practitioner with documented competency. During lumbar puncture, a needle is inserted into the spine,
and a 2.5 mL CSF sample is collected directly into a specified blue-capped tube, then stored refrigerated at
2°C - 8°C. In the laboratory, an immunoassay kit, such as Roche Elecsys® Generation I, is used to measure
t-tau (a protein associated with the formation of neurofibrillary tangles in the brain) and AB[1-42] (the
main component of amyloid plaques) in CSF. The application does not specify the manufacturer of the
assay kit proposed for this testing.

A high t-tau/AB[1-42] (cut-off point established by Roche using the Elecsys® assay is 0.28%°) is consistent
with a diagnosis of AD, with a sensitivity of 85% - 90% and specificity of 85% - 90% against autopsy
verification (Holtzman 2011).

16 https://florey.edu.au/our-research/scientific-facilities-and-research-services/national-dementia-diagnostics-

laboratory/ accessed on 02Jul2026

17 https://diagnostics.roche.com/au/en/c/elecsys-alzheimers-disease-testing-sites.html accessed on 02Jul2026

18 https://www.austinpathology.org.au/test-directory/2197 accessed on 02Jul2026

19 https://www.pathwest.health.wa.gov.au/Our-Services/Clinical-Services/Diagnostic-Genomics/Neurogenetics

accessed on 02Jul2026

20 https://assets.roche.com/f/173850/x/9ad8e46bb4/total-tau-08846685190-en-can.pdf accessed on 02Jul2026.
A note from the manufacturer: “Please note that due to the sticky properties of the B-Amyloid (1-42) protein, the
cut-off for the ratio tTau/Abeta42 (calculated based on results of the Elecsys Total-Tau CSF and the Elecsys B-Amyloid
(1-42) CSF Il assays) provided in this document is only valid if the required pre-analytical handling procedure
(described in the section “Specimen collection and preparation” of the Elecsys B-Amyloid (1-42) CSF Il assay Method
Sheet) is strictly followed.”

14

Ratified PICO Confirmation — August 2026 PASC meeting
Application 1738.1



In the 1784 MSAC PSD (p6), it was stated that, “MSAC noted from the commentary that the discordance
between the PET and CSF test results for AB[42]* testing could be as high as 28%. MSAC also noted that
the CSF test is less sensitive and less specific than amyloid PET.” In the 1784 MSAC PSD*® (p53), “The ESCs
noted the commentary’s systematic review on the diagnostic test accuracy of CSF AD biomarker (AB[42])
testing in AD reported a pooled sensitivity and specificity of 89.4% and 70.5%, respectively, when
compared to neuropathology at autopsy”. Regarding the comparative effectiveness of CSF AD biomarker
testing, in the 1784 MSAC PSD (p28), it was stated that, “The proportion of discordant results between CSF
AD biomarker tests and amyloid PET scans was higher for single CSF AD biomarkers than for most ratio
combinations. All three biomarker ratio combinations? included AB[42] and all had an improved positive
percent agreement (PPA) over AB[42] alone (92-98% versus 87% when compared to visual assessment of
amyloid PET). The negative percent agreement (NPA) for p-taul81/AB[42] and t-tau/AB[42] were higher
compared with AB[42] alone (91% and 87% versus 79%), when compared to visual assessment of amyloid
PET scan”.

MSAC considered the safety of the lumbar puncture procedure in AD patients. In the 1784 MSAC PSD?*
(p54), it was stated that, “The ESCs noted the adverse events associated with CSF AD biomarker testing,
including those related to lumbar puncture, CT guidance, and anaesthesia if required.” MSAC noted that
lumbar puncture is an invasive and potentially unpleasant procedure and acknowledged adverse events
such as post-dural puncture headache (PDPH), which may occasionally require treatment with an epidural
blood patch. While these risks are recognised and generally manageable in clinical practice, MSAC
considered that the safety of lumbar puncture had not been adequately characterised in the evidence
presented and identified this as an area of uncertainty in its assessment of CSF biomarker testing®®.

In the 1784 MSAC PSD (p6), MSAC noted that the limited availability and geographical inequity of access to
amyloid PET imaging in Australia increased the potential importance of CSF biomarker testing in the
Australian setting. Therefore, CSF testing may be considered a clinically relevant alternative to amyloid PET
for confirming amyloid pathology, particularly in regions where access to PET imaging is limited.

Immunoassay assessment of p-tau217 in plasma

The application proposes immunoassay assessment of p-tau217 in plasma to be an alternative test for
determining amyloid positivity and eligibility of patients with MCl or mild dementia due to suspected AD to
lecanemab treatment. The use of plasma biomarkers to determine amyloid positivity and treatment
eligibility was not evaluated in the CLARITY-AD trial, where amyloid status was confirmed using amyloid
PET or CSF biomarkers (van Dyck et al. 2023). However, an emerging body of evidence suggests that
plasma p-tau217 is highly concordant with established measures of amyloid pathology. For example, Asken
et al. (2024) assessed the concordance of plasma p-tau217 with amyloid PET in a cohort of 239 ethnically
diverse older adults and reported excellent discrimination of amyloid PET-positive versus amyloid PET-
negative individuals (Area Under the Curve (AUC) 0.91 using visual PET reads and 0.90 using Centiloid
guantification). Agreement was particularly high between low plasma p-tau217 levels and negative
amyloid PET findings (95.8%), while agreement between high p-tau217 levels and positive amyloid PET
findings was 86.3% (Asken et al. 2024).

Similarly, Ashton et al. (2024) evaluated a commercially available plasma p-tau217 immunoassay across
three independent cohorts comprising 786 participants and found high accuracy for identifying elevated

21 AB[42] and AB[1-42] are interchangeable.
22 The proposed t-tau/AB[1-42] ratio for this application is one of the ratio combinations being referred to here.
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amyloid pathology, with AUCs ranging from 0.92—0.96 compared with amyloid PET or CSF-defined amyloid
status. The authors concluded that plasma p-tau217 demonstrated diagnostic performance comparable to
CSF biomarkers for detecting abnormal amyloid PET findings and may substantially reduce the need for
confirmatory testing in some clinical settings (Ashton et al. 2024).

These studies support the potential role of plasma p-tau217 as a less invasive and more accessible
alternative for identifying patients likely to have amyloid pathology.

In Australia, the TGA approved the Roche Elecsys® immunoassay of plasma p-taul81 for AD in September
2025, and have recently approved the testing of plasma p-tau217 for AD. Recent comparative evidence
suggests that plasma p-tau217 has higher diagnostic accuracy than plasma p-taul81 for identifying
cerebral amyloid pathology. In a recent network meta-analysis of 18 studies including 4,736 participants,
p-tau217-based assays consistently ranked highest for amyloid pathology detection and outperformed
standard p-tau181 immunoassays (Chen et al. 2026). The 1784 MSAC PSD?® also noted that plasma p-
tau217 demonstrated median ROC-AUC values of approximately 0.918-0.93 for predicting amyloid
pathology (Table 3).

Table 3 Comparison between p-tau 181 and p-tau217 in plasma

Characteristic Plasma p-tau181 Plasma p-tau217 (proposed plasma
test for application 1738.1)

Ability to identify amyloid-positive Good diagnostic accuracy; one MCI Good diagnostic accuracy; the 1784

patients study reported sensitivity of 94% and MSAC PSD cited median ROC-AUC

specificity of 72% (Cano et al. 2024). values of approximately 0.918-0.93 for
plasma p-tau217 or p-tau217/non-
phosphorylated tau217 ratio.

Comparative performance Lower ranking than p-tau217 in recent | Highest-performing plasma
network meta-analysis of plasma p-tau | phosphorylated tau biomarker for amyloid
biomarkers (Chen et al. 2026). pathology detection in recent network
meta-analysis (Chen et al. 2026).
TGA approval Yes, ARTG 200275 Yes, ARTG 200275

ARTG = Australian Register of Therapeutic Goods; AUC = area under the curve; MCI = mild cognitive impairment; MSAC = Medical Services
Advisory Committee; p-tau181 = phosphorylated tau at threonine 181; p-tau217 = phosphorylated tau at threonine 217; PSD = Public Summary
Document; ROC = receiver operating characteristic; ROC-AUC = receiver operating characteristic area under the curve; TGA = Therapeutic Goods
Administration.

Table 3The plasma biomarker testing is requested by a specialist or consultant physician. Blood is sampled
through a routine venous blood draw in a consultation room or a local pathology clinic. In Australia, the
testing of plasma AD biomarkers is performed in the specialised laboratories that analyse CSF AD
biomarkers (see above). Automated immunoassay platforms approved by authorities for testing plasma p-
tau217 for AD in medical laboratories include the Elecsys® system (Roche). In the submission, the applicant
does not specify the manufacturer of the immunoassay platform to be used for the assessment.

Testing of plasma p-tau217 was briefly discussed in the 1784 MSAC PSD* (p49). In the PSD, it was stated
that, “p-tau217 had comparable performance in both plasma and CSF and has potential for use in the
diagnosis and screening for AD. When measuring plasma p-tau217 levels or the ratio of phosphorylated to
non-phosphorylated tau217 (p-tau217/np-tau217), the median ROC-AUC varies from 0.918 to 0.93. This is
very comparable to the median receiver operating characteristic (ROC) — area under the curve (AUC)
values for CSF ratios of AB42/AB40, p-taul81/AB42 and t-tau/AB42, which vary from 0.894 to 0.953. Thus,
the commentary considered that p-tau217 is a robust candidate for predicting AB pathology via a blood
test, potentially reducing the need for either amyloid PET or lumbar puncture for CSF AD biomarker testing
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in the near future.” It was also noted in the 1784 MSAC PSD*® (p49) that the Australian Dementia network
is conducting a trial of the p-tau217 blood biomarker test in primary care settings in Adelaide, Newcastle
and north-eastern Melbourne, and submitted a proposal for Federal Government funding of an Australian
testing centre at the NDDL.

PASC discussed the role and sequence of the proposed investigations within the diagnostic pathway and
noted uncertainty regarding the optimal testing algorithm. PASC noted one possible pathway involved
plasma p-tau217 testing in the algorithm as an initial triage test to identify patients requiring further
assessment (e.g. via amyloid PET or CSF testing) although this was not performed in the main trial and
evidence to support this approach would be needed. PASC noted the applicant’s comments that p-tau217
testing may also have a future role as a standalone diagnostic test. PASC noted that alternative testing
pathways will have different clinical and economic consequences and considered that further evidence may
be required to justify the proposed sequence of investigations.

The applicant stated at the PASC meeting that ptau217 testing is now ARTG listed under the ARTG 200275
entry. PASC noted that the proposed CSF test is also ARTG listed under the same ARTG 200275 entry. This
ARTG entry designates the CSF and ptau217 tests as a Class 2 IVD test. However, if there were claims that
these tests were companion diagnostics (tests that are essential for safe and effective use of a medication
i.e. as specified in the medicine’s Product Information), then they would be classified as Class 3 IVDs and
would require separate inclusion in the ARTG.

APOE €4 genotype testing in plasma

In the application, APOE €4 genotype testing is proposed to be part of the biomarker testing to determine
patient’s eligibility to lecanemab treatment. In the CLARITY AD trial, APOE €4 genotype (allele carrier or
non-carrier) was used as a randomisation stratifier to measure the adverse event risks for ARIA in
lecanemab-treated patients (van Dyck et al. 2023).

APOE €4 genotype testing is requested by a specialist or consultant physician. Patient’s deoxyribonucleic
acid (DNA) sample is collected through a routine venous blood draw in a consultation room or a local
pathology clinic. Blood sample is collected using a 6mL EDTA tube. Currently, testing is available through
four Royal College of Pathologists of Australasia (RCPA) member laboratories in Australia: Genomic
Diagnostics (VIC), Pathology Queensland (QLD), Queensland Medical Laboratory Pathology (QLD), and the
Royal Prince Alfred Hospital (NSW)?3. Regarding the methodology for the testing, in the Royal Prince Alfred
Hospital, the Tagman reverse transcription polymerase chain reaction (RT-PCR) genotyping assay by
Thermo Fisher is used. Thermo Fisher Scientific Australia Pty Ltd was registered on the ARTG for Human
genetics-related IVDs (ARTG entry 461285). Among the currently available methods used for genotyping in
the laboratories, for example, Sanger sequencing (considered the benchmark of genetics testing) and Next
Generation Sequencing (NGS), RT-PCR analysis is the recommended method for identifying APOE €4
homozygosity due to its relatively short turnaround time (around 7 business days)?*, elimination of post-
PCR processing steps, suitability for high-throughput applications, and reduced contamination risk (Rajic¢
Bumber et al. 2025). In the CLARITY AD trial, PCR was the method used to determine patients’ APOE
genotype. In the submission, the applicant does not specify the particular method to be used for the
testing.

MSAC reviewed the effectiveness and safety of APOE genotyping during a previous application: MSAC
application 1784%- Detection of amyloid-beta for inclusion and APOE4 homozygosity for exclusion to

2 Information is based on the 1784 MSAC PSD (p10). Currently, and updated list of laboratories providing the testing
is not available on the Royal College of Pathologists of Australasia (RCPA) website.
24 https://www.genomicdiagnostics.com.au/testing-guide/apoe-genotyping accessed on 06Jul2026
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inform treatment with donanemab. In the 1784 MSAC PSD (pp5-6), it was stated that, “MSAC noted that
APOE4 genetic testing would be straightforward and that many laboratories in Australia could perform the
test. MSAC considered the proposed MBS fee ($154.00) for APOE4 genotyping to be appropriate,
accounting for a relatively small proportion of the overall costs of diagnostics, monitoring and treatment.
MSAC had no concerns regarding the performance of the test. MSAC considered the results of APOE4
genetic testing may have implications for family members because having one or two copies is an inherited
risk factor of developing Alzheimer disease.”

Regarding the prerequisites to implementation of the proposed testing, MSAC noted that, “timely
processing of all patient samples would require increased capacity to meet demand, which would likely
require additional laboratories being accredited to offer APOE genotyping. A Quality Assurance Program
(QAP) would also need to be established.” (1784 MSAC PSD*, p10).

With regard to the frequency of APOE €4 homozygosity within the Australian population, data from the
Australian Imaging, Biomarkers and Lifestyle Flagship Study of Ageing demonstrated the frequency of
APOE4 homozygosity to be 6.0% in patients with MCl and 5.6% in patients with severe AD?.

PASC discussed whether amyloid PET and APOE &4 testing should be undertaken concurrently or whether
APOE €4 testing should be reserved for patients with confirmed amyloid pathology.

PASC noted the applicant's comments that, in clinical practice, amyloid pathology testing (amyloid PET, CSF
biomarkers or plasma biomarkers) and APOE €4 genotyping (neither of which are currently MBS listed) are
often requested concurrently to minimise delays in determining treatment eligibility, particularly where
access to some investigations may be associated with extended waiting times. The applicant further
advised that the proposed MBS item descriptors were intended to provide flexibility regarding the order of
testing rather than mandate a specific sequence. PASC acknowledged these comments but noted that APOE
&4 testing has implications beyond treatment eligibility, including the discovery of inherited genetic risk and
potential impacts for biological relatives. PASC therefore considered that the timing of APOE €4 testing
relative to confirmation of amyloid pathology remains an important consideration and that alternative
sequencing approaches may have different clinical, ethical, operational and economic implications. PASC
considered that the assessment should investigate the consequences of different testing pathways rather
than assume a single mandated order of testing.

Lecanemab

In the application, lecanemab is proposed to be used in patients with MCl or mild dementia who are
diagnosed with AD and are tested positive for amyloid pathology (using brain amyloid PET scan,
immunoassay of t-tau/AB[1-42] in CSF or p-tau217 in plasma) and tested negative for APOE €4
homozygosity (using DNA isolated from plasma for genotyping). Lecanemab is a recombinant humanised
immunoglobulin gamma 1 (IgG1) monoclonal antibody (mAb) produced in Chinese Hamster Ovary cells.
The drug preferentially binds to large soluble AB protein aggregates, known as protofibrils, while still
maintaining high affinity for fibrillar AB, the main component of amyloid plaques. The accumulation of
amyloid plaques in the brain is a defining pathophysiological feature of AD (Cummings 2023)%. As a result,
lecanemab reduces AP plaques in the brain (Swanson et al. 2021; van Dyck et al. 2023). Lecanemab is
approved by the TGA for treating adult patients with a diagnosis of MCl and mild dementia due to AD
disease (i.e., early Alzheimer’s disease) who are APOE g4 non-carriers or heterozygotes®. In terms of

25 Information based on the 1784 MSAC PSD (p16), available from https://www.msac.gov.au/applications/1784.
26 | ecanemab Production Information. URL: https://www.tga.gov.au/sites/default/files/2025-09/auspar-leqembi-pi-

250924.pdf
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safety, lecanemab is subjected to additional monitoring in Australia®. Therefore, healthcare professionals
are requested to report any suspected adverse events to the TGA?. The TGA-approved lecanemab Product
Information (P1)%6 includes warnings that lecanemab may cause ARIA%, which can be serious or life-
threatening (in rare cases), and must not be used in patients who are homozygous for APOE €4
(approximately 15% of patients with AD)%. The Pl also advises health professionals to carefully consider
the safety of lecanemab in patients receiving thrombolytic therapy?®.

Lecanemab (100mg/mL concentrated injection) must be diluted then administered as an IV infusion over
approximately one hour, once every 2 weeks. The treatment should be initiated and supervised by a
physician experienced in the diagnosis and treatment of AD. Lecanemab should be administered in
specialised centres under the supervision of a multidisciplinary team trained in detection, monitoring and
management of ARIA and experienced in detecting and managing infusion related reactions'®. In the TGA-
approved Pl of lecanemab?®, it is stated that the benefit-risk of continued treatment should be re-assessed
at regular intervals on an individual basis, and treatment should be discontinued if the patient progresses
to moderate AD, since the effectiveness of lecanemab in patients with moderate or severe AD is not
established.

In the application, it is indicated that lecanemab for subcutaneous injection via an autoinjector will be
included in the ARTG at the time of PBAC consideration. The subcutaneous injection of lecanemab can be
administered at home or in a residential care facilities by a nurse, a trained carer, or the patient. The FDA
has approved the once weekly subcutaneous lecanemab as the initial and maintenance treatment for early
AD and considered that subcutaneous lecanemab is associated with the same side effects including ARIA
and injection-related reactions which are localised at the site of injection, and can include redness,
swelling, rash pain, and/or bruising®.

PASC noted the applicant’s comments that a subcutaneous formulation of lecanemab is under development
and may have implications for future treatment pathways, service delivery and access considerations. A
future codependent submission is anticipated.

In the submission, lecanemab is proposed to be used alongside the current PBS listed treatment for AD
(AChEI or NMDA antagonist) in a proportion of patients. In the CLARITY AD trial, approximately half of the
enrolled patients with MCl or mild dementia due to AD received concomitant treatment with AChEIl or
NMDA antagonist (van Dyck et al. 2023).

In the draft update of the current clinical practice guidelines, the Guideline Development Group judged
that, (1) there was insufficient evidence that lecanemab benefits cognition, and there was a large increase

27 Report at www.tga.gov.au/reporting-problems

BAmyloid related imaging abnormalities (ARIA), characterised as ARIA with oedema (ARIA-E) and ARIA with
hemosiderin deposition (ARIA-H), usually occurs early in treatment and is usually asymptomatic, although serious
intracerebral haemorrhages, some of which have been fatal, have been observed in patients treated with this class of
medications. ARIA-E can cause focal neurologic deficits that can mimic ischemic stroke. ARIA symptoms may include,
but are not limited to, headache, confusion, visual changes, dizziness, nausea, and gait difficulties.

2 Infusion related reactions may include fever and flulike symptoms (chills, generalised aches, feeling shaky, and joint
pain) nausea, vomiting, hypotension, hypertension, and oxygen desaturation. According to the TGA approved
lecanemab PI (p5), in case an infusion reaction occurs, the infusion rate may be reduced, or the infusion may be
discontinued, and appropriate therapy administered as clinically indicated. Pre-medication at subsequent dosing with
antihistamines, non-steroidal anti-inflammatory drugs, or corticosteroids should be considered.

30 Food & Drug Administration. FDA approves first at-home starting dose for alzheimer’s disease treatment. URL:
https://www.fda.gov/drugs/news-events-human-drugs/fda-approves-first-home-starting-dose-alzheimers-disease-
treatment accessed on 16 Jul 2026
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in the incidence of ARIA and infusion reactions. Therefore, lecanemab resulted in trivial desirable effects
and moderate undesirable effects, with low certainty evidence, (2) important variability exists in how
people living with dementia valued the desirable and undesirable effects of lecanemab, and the balance of
effects probably favoured the comparison (i.e., to not use lecanemab), (3) successful implementation and
monitoring of lecanemab requires large resource requirements and use of lecanemab probably reduces

equity, and (4) acceptability of lecanemab was variable, and use of lecanemab is probably not feasible to
implement (DRAFT FOR PUBLIC CONSULTATION: Dementia Clinical Practice Guidelines and Principles of
Care May 2026). These judgments on the use of anti-amyloid therapy however are in draft form, and the
guidance in the upcoming finalised version of the clinical practice guidelines may differ.

Brain MRI

The application requests that brain MRI scans be funded by the MBS for patients with MCI or mild
dementia due to AD who are receiving lecanemab treatment, for the purpose of follow-up and monitoring,
given that patients treated with lecanemab are most at risk for developing ARIA within the first 6 months
of starting treatment (Honig et al. 2023). In the CLARITY AD trial, any ARIA occurred in around 21% of
patients treated with lecanemab, with most ARIA events being asymptomatic and detected on MRI. The
application proposes that the follow-up brain MRI scans are to be performed before the 3™, 51, 7%, and
14" infusions of lecanemab (with infusions every 2 weeks) at a facility that is accredited under the
Diagnostic Imaging Accreditation Scheme and approved as a Medicare-eligible MRI unit. The TGA-
approved Pl of lecanemab stated that, for monitoring ARIA, a recent (within 6 months) brain MRI should
be available prior to initiating the treatment, and follow-up brain MRI scans should be performed within
approximately one week before the 3™, 5%, 7" and 14" scheduled infusion of lecanemab and reviewed
prior to proceeding with the infusion?!. Based on the TGA-approved Pl of lecanemab, images acquired by
brain MRI will determine whether a dosing suspension is needed for a patient under lecanemab treatment
who has developed ARIA. ARIA MRI classification criteria and dosing recommendations for patients based
on ARIA radiographic severity on MRI are summarised in Table 4 and Table 5 below.

Table 4 ARIA MRI classification criteria

ARIA type Radiographic severity
Mild Moderate Severe
ARIA-E FLAIR hyperintensity confined | FLAIR hyperintensity 5to 10 | FLAIR hyperintensity >10 cm with
to sulcus and/or cm in single greatest associated gyral swelling and
cortex/subcortex white matter | dimension, or more than 1 sulcal effacement. One or more
in one location <5 ¢m site of involvement, each separate/ independent
measuring <10 cm sites of involvement may be noted.
ARIA-H <4 new incidents 5to 9 new incident 10 or more new incident
Microhaemorrhage microhaemorrhages microhaemorrhages microhaemorrhages
ARIA-H 1 focal area of superficial 2 focal areas of superficial >2 areas of superficial siderosis
Superficial siderosis siderosis siderosis

ARIA = amyloid-related imaging abnormalities; ARIA-E = amyloid-related imaging abnormalities with oedema/effusions; ARIA-H = amyloid-related
imaging abnormalities with haemorrhage/hemosiderin deposition; FLAIR = fluid-attenuated inversion recovery; MRI = magnetic resonance imaging.
Source: Table 2, TGA-approved Product Information of lecanemab (p4) 2.

31 | ecanemab Production Information. URL: https://www.tga.gov.au/sites/default/files/2025-09/auspar-leqembi-pi-

250924.pdf
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Table 5 Dosing recommendations for patients with ARIA-E and ARIA-H

ARIA type ARIA-E and ARIA-H severity on MRI

Mild Moderate Severe
Asymptomatic Consider suspending dosing | Suspend dosing Suspend dosing
Symptomatic Suspend dosing

ARIA = amyloid-related imaging abnormalities; ARIA-E = amyloid-related imaging abnormalities with oedemaleffusions; ARIA-H = amyloid-related
imaging abnormalities with haemorrhage/hemosiderin deposition; MRI = magnetic resonance imaging.

Source: Table 1, TGA-approved Product Information of lecanemab

ARIA symptoms may include, but are not limited to, headache, confusion, visual changes, dizziness, nausea, and gait difficulties.

The application states that the brain MRI performed prior to the initiation of lecanemab is currently
funded by the MBS (item number 63004)32. However, this item is for a brain MRI scan for inflammation of
the brain or meninges, and whether the item is relevant to patients will depend entirely on their clinical
condition and the requesting practitioner’s decision to request that scan. As per the 1784 MSAC PSD*’, the
Department proposed MBS items specific for a baseline MRI scan prior to donanemab treatment and for
monitoring MRI scans during treatment, respectively, to remove ambiguity about what items can be used
and avoid the situation where some patients cannot access an MBS-funded MRI scan for these purposes.
In the 1784 MSAC PSD** (p3), it was stated that MSAC considered it would be difficult for patients to access
MRI scans in regional areas. MSAC also noted that MRI monitoring before the second, third, fourth and
seventh doses of donanemab (typically over 6 months) was estimated to cost more than S1 billion over 6
years, excluding medicine costs.

PASC considered that brain MRI monitoring was recognised as an integral component of the intervention
pathway given the need to monitor for treatment-related ARIA.

PASC noted the applicant’s comments that MRI monitoring is an established component of anti-amyloid
therapy and that the TGA-approved Product Information for lecanemab requires MRI monitoring for ARIA
during treatment. PASC also noted the applicant’s advice that a controlled access program forms part of
the TGA risk-minimisation measures for lecanemab, including requirements for participating centres to
confirm compliance with baseline and ongoing MRI monitoring requirements. While acknowledging these
measures, PASC considered that uncertainty remains regarding implementation in routine Australian
practice, particularly in relation to MRI capacity, geographic access, patient burden and the potential
consequences of missed or delayed monitoring scans. PASC considered that the assessment should examine
the feasibility of frequent MRI monitoring, the impact of adherence to monitoring requirements, and the
potential implications of access constraints for safe and equitable delivery of treatment.

As previously mentioned, patients in the identified population in the submission may have challenges
undergoing MRI because of impaired cognition and/or contraindications such as some implanted metal
medical device(s). In the 1784 MSAC PSD** (p8), it was stated that, “MSAC considered the capacity of
Australian health system to provide equity of safe access to treatment uncertain, given the frequent
clinical monitoring and brain MRI scans required especially during the early stages of treatment, and with
considerable opportunity costs for other patient populations who required access to these services.”

Comparators

The nominated comparators for the proposed health technologies are presented in the Table 6 below.

32 https://www?9.health.gov.au/mbs/fullDisplay.cfm?type=item&q=63004&qt=item accessed on 16 July 2026.
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Table 6 Nominated comparators for the proposed health technologies

Proposed health technology Nominated comparator

Amyloid PET No amyloid PET and standard medical management

t-tau/AB[1-42] in CSF Amyloid PET or no testing

p-tau217 in plasma Amyloid PET or no testing

APOE €4 genotype testing No testing and standard medical management

Brain MRI for treatment initiation Currently MBS funded item for brain MRI scan

Brain MRI for monitoring No monitoring (and no lecanemab treatment)

Lecanemab Main comparator: standard medical management
Near-market comparator: donanemab

APOQE = apolipoprotein E; A = amyloid beta; CSF = cerebrospinal fluid; MBS = Medicare Benefits Schedule; MRI = magnetic resonance imaging;
p-tau217 = phosphorylated tau at threonine 217; PET = positron emission tomography; t-tau = total tau.

According the 1784 MSAC PSD** (p18), PASC considered amyloid PET scanning as a comparator for CSF AD
biomarker testing to determine its diagnostic accuracy.

The nominated comparators are broadly appropriate for a codependent assessment because they reflect
the key decisions faced in practice: whether to undertake amyloid biomarker testing before lecanemab
eligibility is considered, and, if testing is undertaken, which modality should be used to establish amyloid
positivity. For amyloid PET itself, the most relevant comparator is no amyloid PET with standard medical
management, because amyloid PET is not currently routine in the diagnostic workup for most patients with
MCI or mild dementia in Australia.

Amyloid PET is also a reasonable comparator for CSF t-tau/AB[1-42] and plasma p-tau217 testing, because
it is the most established in vivo method for detecting cerebral f-amyloid deposition and was one of the
methods used to confirm amyloid positivity in the pivotal lecanemab trial. It therefore provides a clinically
meaningful benchmark for assessing whether CSF or plasma biomarkers can identify a similar group of
patients as amyloid PET, particularly where the purpose of testing is to determine eligibility for an anti-
amyloid therapy. In this context, comparisons with amyloid PET should include diagnostic agreement or
concordance, the proportion of discordant results, and the consequences of discordance for treatment
eligibility decisions.

However, amyloid PET is not a perfect comparator. A positive amyloid PET result demonstrates amyloid
deposition but does not, by itself, establish that AD is the cause of the patient’s cognitive impairment,
because amyloid deposition may also occur in cognitively normal older adults and in people with non-AD
dementias. Its predictive value therefore depends on the pre-test probability of AD after specialist clinical
assessment. Amyloid PET is also less suitable as a pragmatic comparator if the question is what would
replace CSF or plasma testing in routine Australian practice, because access to amyloid PET is constrained
by scanner availability, radiotracer supply, specialist workforce, cost and geographic inequity.

For APOE €4 genotype testing, CSF and plasma biomarker testing, “no testing” is also an appropriate
comparator because, in the absence of these tests, patients would generally continue with standard
medical management based on clinical diagnosis, structural imaging and available symptomatic therapies.
This comparison is particularly important for estimating the incremental clinical and economic impact of
adding these tests to the current diagnostic pathway.

For a baseline brain MRI before lecanemab initiation, the nominated comparator of a currently MBS-
funded brain MRI item is partly appropriate, because structural brain MRl is already used in the diagnostic
workup of cognitive impairment to exclude alternative or reversible causes, and the application notes that
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an MRI before treatment may be available under existing MBS arrangements. However, it may not be a
fully adequate comparator if the proposed baseline MRI has a more specific purpose: identifying MRI
features that would preclude treatment with lecanemab (e.g. prior haemorrhage, multiple
microhaemorrhages, superficial siderosis, severe small-vessel disease, vasogenic oedema, prior major
stroke or other clinically significant intracranial pathology).

For MRI monitoring during treatment, “currently MBS-funded brain MRI” may be less appropriate as the
main comparator. Monitoring MRl is not being used to diagnose AD or exclude alternative pathology; it is
being used as a required safety-monitoring component of lecanemab treatment to detect ARIA and guide
treatment interruption, suspension or discontinuation. Because the TGA-approved Pl for lecanemab
specifies scheduled MRI scans before particular infusions, MRI monitoring is effectively part of the
treatment pathway rather than an optional diagnostic test. Therefore, a more appropriate comparator
may be lecanemab without scheduled MRI monitoring (not allowed as per TGA-approved PI) or no
lecanemab (and no monitoring) and standard medical management, depending on the assessment
guestion. However, “lecanemab without MRI monitoring” may be clinically unrealistic or unacceptable if
MRI monitoring is required for safe use and is embedded in the Product Information.

In an economic model, it may be most appropriate to treat MRl monitoring as a co-intervention required
for lecanemab, rather than as a standalone investigative test with an independent comparator. That is, the
relevant comparison is likely to be testing plus lecanemab plus MRI monitoring versus no testing and
standard medical management, with MRI costs, capacity implications, adherence issues and consequences
of missed scans included in the lecanemab arm. This avoids presenting MRI as if it were an optional
alternative to usual care when, in practice, patients would either receive lecanemab with the required MRI
monitoring schedule or not receive lecanemab.

Donanemab is a TGA-approved (ARTG ID 420194) amyloid targeting drug for treating early-stage AD but
was not recommended for listing on the PBS by the Pharmaceutical Benefits Advisory Committee (PBAC) in
the July 2025 PBAC Meeting?3. The applicant nominates donanemab as a near-market comparator as a
contingency for a scenario whereby the manufacturer of donanemab has lodged a resubmission to the
PBAC requesting PBS listing of donanemab prior to the applicant lodging the codependent submission
requesting that lecanemab be listed on the PBS.

PASC agreed with the proposed comparators listed, and that ‘no testing’ was the appropriate comparator
for most of the proposed investigations.

PASC noted the applicant’s comments that brain MRl monitoring is required for the safe use of lecanemab
and that MRI performed through existing MBS items is therefore a more appropriate comparator for MRI
monitoring than “no monitoring”. PASC considered that MRI monitoring should be viewed as part of the
overall treatment pathway and that the assessment should examine the clinical and economic implications
of MRI monitoring requirements in routine practice.

PASC noted the applicant’s comments that donanemab was nominated as a contingency near-market
comparator. PASC considered that standard medical management remains the principal comparator, but
that the appropriateness of donanemab as a near-market comparator will depend on its PBS status and
relevance to Australian clinical practice at the time of the assessment.

33 https://www.pbs.gov.au/medicinestatus/document/1383 accessed on 06Jul2026
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Reference standard (for investigative technologies only)

o The reference standard for a positive amyloid PET finding for AD would be post-mortem autopsy of
the brain.

e The reference standard for a positive test of t-tau/AB[1-42] in CSF would be amyloid PET scan.
e The reference standard for a positive testing of p-tau217 in plasma would be amyloid PET scan.
e The reference standard for APOE €4 genotype testing would be Sanger sequencing.

For the evaluation of biomarker tests used to identify AD pathology, the choice of reference standard
depends on the test being assessed. Histopathological confirmation of amyloid deposition in the brain at
post-mortem autopsy is considered the definitive reference standard for a positive amyloid PET result, as it
directly confirms the presence of AD-related neuropathology. However, because autopsy data are rarely
available in clinical studies, amyloid PET is commonly used as the reference standard for evaluating CSF
and plasma biomarkers. Accordingly, the diagnostic accuracy of CSF t-tau/AB1-42 and plasma p-tau217
would be assessed against amyloid PET findings, which are currently considered the most established in
vivo measure of cerebral B-amyloid pathology.

Although amyloid PET is a clinically relevant reference standard for assessing CSF and plasma biomarkers
because it is an established in vivo measure of cerebral B-amyloid deposition, it is an imperfect reference
standard. The performance of amyloid PET may vary according to tracer, acquisition protocol, reader
expertise, visual versus quantitative interpretation and threshold used to define positivity. These
limitations are important when amyloid PET is used as the reference standard for CSF or plasma
biomarkers because diagnostic accuracy estimates will reflect concordance with amyloid PET rather than
direct confirmation of AD neuropathology or clinical treatment benefit.

PASC noted the applicant’s comments that amyloid PET is the accepted reference standard for validation of
CSF and plasma biomarkers and that post-mortem neuropathology is rarely available in diagnostic studies.
PASC considered that amyloid PET was the appropriate practical reference standard for assessment of
biomarker tests, while recognising its limitations as an indirect measure of AD pathology. PASC also noted
the applicant’s comments regarding brain MRI and agreed that MRI represents the relevant reference
standard for anatomical assessment and ARIA monitoring, such that a separate reference standard for MRI
was not required.

PASC agreed with the other reference standards presented in the PICO.

Clinical utility standard (for codependent investigative technologies only)

The analytical validity of each of the testing options available in Australia will need to be assessed against
the clinical utility standard to confirm their clinical utility. In the pivotal Phase Ill CLARITY-AD trial, amyloid
positivity was determined using amyloid PET and/or CSF biomarkers, with amyloid PET representing one of
the principal methods used to confirm eligibility for treatment (van Dyck et al. 2023) (Table 7). The amyloid
PET test and testing conditions employed in the pivotal studies, including the tracer used and centralised
visual interpretation, are regarded as the evidentiary standard for this assessment. The analytical validity
of the testing options proposed for use in Australia should therefore be assessed by comparison with this
evidentiary standard. Measures of diagnostic performance, including sensitivity, specificity and
concordance, should be used to determine the extent to which each testing option can reproduce the
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evidentiary standard. For amyloid PET, this assessment should be conducted for each individual
radiopharmaceutical available in Australia.

PASC noted the applicant’s comments that the CLARITY AD trial protocol used the CSF t-tau/AB1-42 ratio,
rather than a single CSF AB1-42 biomarker (as stated in the published CLARITY AD trial), to confirm amyloid
positivity. PASC acknowledged that the proposed CSF biomarker approach may therefore be more closely
aligned with the evidentiary standard used in the pivotal trial than initially described in the published
CLARITY AD trial. PASC considered that the assessment should clearly describe the CSF testing methodology
used in the pivotal evidence base and evaluate whether the proposed assays and testing conditions used in
Australian practice are sufficiently comparable to those used in CLARITY AD.

Table 7 Tests included in determining eligibility for lecanemab and monitoring patients while on treatment

in patients eligible for
lecanemab.

Test/technology | Role in CLARITY AD trial Relevance to this assessment
One of the methods used to
Amyloid PET determine amyloid positivity | Represents an evidentiary standard for confirming amyloid pathology and

treatment eligibility.

t-tau/AB[1-42] in
CSFa

The trial protocol used CSF t-
tau/AB[1-42] testing to
determine amyloid positivity.

Represents an evidentiary standard for confirming amyloid pathology and
treatment eligibility. The proposed ratio measure is the same as the CSF
approach used in the key study, as described by the trial protocol. The
assessment should describe the CSF methodology used in the evidence
base and evaluate whether the proposed assays and testing conditions
used in Australian practice are sufficiently comparable to those used in the
trial.

Not used to determine

Additional evidence should be presented because p-tau217 is not currently

markers over 18 months
compared with placebo.

p-tau217in amyloid pos.|t|y|t.y or TGA-approved in Australia. There is evidence available on the
plasma treatment eligibilty in accuracy/concordance of plasma p-tau217
CLARITY AD. '
Used as a randomisation
APOE €4 stratification factor to Relevant to treatment eligibility and ARIA risk stratification, particularly
genotype testing | evaluate ARIA risk among exclusion of APOE €4 homozygotes.
lecanemab-treated patients.
Used to determine eligibility
for treatment. Identifies features that would preclude lecanemab treatment because they
Brain MR Also performed at the 31, 5t | indicate a high risk of ARIA or intracerebral haemorrhage.
7t and 14t infusion of Relevant to monitoring for ARIA and assessing feasibility, capacity and
lecanemab for safety adherence in routine practice.
monitoring.
Associated with moderately
less decline in cognition and
Lecanemab function and reduced amyloid | Forms the linked therapeutic component of the codependent assessment.

AD = Alzheimer’s disease; APOE = apolipoprotein E; ARIA = amyloid-related imaging abnormalities; AB = amyloid beta; CSF = cerebrospinal fluid;
HTA = health technology assessment; MRI = magnetic resonance imaging; p-tau217 = phosphorylated tau at threonine 217; PASC = PICO Advisory
Sub-Committee; PET = positron emission tomography; PICO = population, intervention, comparator and outcome; t-tau = total tau; TGA =
Therapeutic Goods Administration.

aThe published CLARITY AD trial states that the CSF test measured a single biomarker AB[1-42] (van Dyck et al., 2023). However, the trial protocol
states that the CSF test consisted of t-tau/AB[1-42] testing, and this was confirmed by the applicant.
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Outcomes

PASC considered that outcomes should focus on the clinical utility of the overall diagnostic pathway and its
ability to support appropriate access to lecanemab.

PASC noted the applicant’s comments that the primary purpose of amyloid pathology testing in this
application is to determine eligibility for lecanemab rather than to establish a diagnosis of AD, and that
follow-up amyloid pathology testing to guide treatment continuation or discontinuation has not been
proposed by the applicant. PASC acknowledged that the proposed tests are intended to support treatment
selection; however, considered that testing may also influence diagnostic confidence and subsequent
clinical management in routine practice. Therefore, PASC considered that outcomes relating to possible
change in management and treatment remain relevant to the assessment of clinical utility.

PASC also noted the applicant’s comments that APOE €4 genotyping had previously been considered by
MSAC, that MSAC had not raised any substantial concerns regarding test performance, and that MRI is
already an established component of clinical practice for structural brain assessment and ARIA monitoring.
PASC agreed that there is limited uncertainty regarding the analytical performance of APOE €4 genotyping
and MRI as technologies. However, PASC considered that outcomes related to their role within the overall
treatment pathway, including impact on treatment eligibility, ARIA risk stratification, treatment
management, service utilisation, implementation, access and costs, remain relevant for the assessment.

PASC noted the applicant’s clinical expert stated that emerging real-world evidence (registry data) is
available and may provide additional information regarding the effectiveness, safety and implementation
of anti-amyloid therapies in routine practice which could inform the related PBAC assessment of the
treatment.

Test-related outcomes

Amvyloid PET of the brain:

Outcomes:

e Diagnostic performance
o Sensitivity, specificity against reference standard, positive likelihood ratio, negative likelihood
ratio
o Concordance between amyloid PET as conducted in Australia and the evidentiary standard
o Yield of testing (proportion of patients identified as having brain amyloid deposition)

o Test reliability/validity
o Test safety

o Levels of radiation exposure, rate and nature of adverse events associated with the PET tracer
and scanning.

o Psychological and physical harms of amyloid PET test results

e Change in management /clinical utility

o Proportion of patients commencing lecanemab following testing
o Proportion of patients with a change in diagnosis following testing

o Proportion of patients continuing/discontinuing/changing treatment following amyloid PET
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e Healthcare system outcomes

o Capacity of healthcare facilities for the increased requests of PET scans from specialists
o Waiting times and access to PET services

o Equity of access (rural, regional and Indigenous populations)

e Economic outcomes

o Cost per test

o Cost-effectiveness

t-tau/AB[1-42] in CSF

Outcomes:
e Diagnostic performance:

o Sensitivity and specificity (where evidence available)
o Positive, negative, and overall percentage agreement with amyloid PET

o Turnaround time
o Safety

o Lumbar puncture-related complications

o Other adverse events and harms of CSF testing and test results
e Change in management /clinical utility

o Proportion of patients commencing lecanemab following testing

o Proportion of patients with a change in diagnosis following testing

o Proportion of patients continuing/discontinuing/changing treatment following t-tau/AB[1-42] in
CSF

e Healthcare system outcomes

o Capacity for lumbar puncture services
o Laboratory capacity
o Capacity of health professionals for the increased number of patients requiring lumbar puncture

o Capacity of laboratories for the increased amount of CSF samples for testing

e Economic outcomes

o Cost per test

o Cost-effectiveness

p-tau217 in plasma

Outcomes:
e Diagnostic performance

o Sensitivity and specificity (compared with amyloid PET)

o Positive, negative, and overall percentage agreement with amyloid PET
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o Turnaround time
o Safety
o Test-related adverse events
e Change in management /clinical utility

Identification of patients likely to have amyloid pathology
Impact on subsequent use of amyloid PET/CSF testing

Proportion of patients proceeding to confirmatory testing

O O O O

Impact on treatment eligibility decisions

e Healthcare system outcomes

o Laboratory capacity

o Impact on access to biomarker testing

e Economic outcomes

o Cost per test

o Cost-effectiveness

APOE €4 genotype testing

Outcomes:
o Safety
o Test-related adverse events
e Change in management /clinical utility

o Impact on treatment eligibility decisions (proportion of patients commencing lecanemab
following testing)

o Impact on ARIA risk stratification

e Healthcare system outcomes

o Laboratory capacity
e Economic outcomes

o Cost per test

o Cost-effectiveness

Brain MRI

e Safety

o MRI-related adverse events

o Adherence/compliance with monitoring strategy
e Change in management /clinical utility

o Impact on treatment management following MRI findings (treatment interruption, suspension or
discontinuation resulting from MRI findings)
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o Impact on treatment management after no MRI (e.g. non-compliance, unable to undergo MRI)

e Healthcare system outcomes

o MRI workforce and scanner capacity
o Waiting times

o Geographic access

e Economic outcomes

o Cost per scan

o Cost-effectiveness of MRI monitoring strategy

Treatment-related outcomes

e Primary effectiveness outcome: Change from baseline in Clinical Dementia Rating-Sum of Boxes
(CDR-SB) score®*

e Secondary effectiveness outcomes

o Alzheimer Disease Assessment Scale-Cognitive subscale 14 item Version (ADAS-Cog14)®

(0]

Alzheimer’s Disease Cooperative Study-Activities of Daily Living Scale for Mild Cognitive
Impairment (ADCS MCI-ADL)%*

Alzheimer’s Disease Composite Score (ADCOMS)*’
EuroQol 5-Dimension 5-Level (EQ-5D-5L)%
Quality of Life in Alzheimer’s Disease (QOL-AD)*

Zarit Burden Interview (ZBI) %°

o O O O O

Brain amyloid levels measured by amyloid PET centiloids*
e Safety outcomes

o Any adverse event
o Any adverse event resulting in discontinuation of the randomised treatment

o Any serious adverse event

34 CDR-SB is a quantitative measure of cognitive and functional impairment. It sums scores across 6 domains: memory,
orientation, judgement/problem solving, community affairs, home/hobbies and personal care. The total range of score
is from O (normal) to 18 (severe dementia).
35 Designed to assess cognitive function in people with Alzheimer’s disease. Domains assessed are memory, language,
praxis, orientation and executive type functions.
36 Designed to assess real-world functional performance in people with mild cognitive impairment. Domains assessed
relate to cognitive complex daily tasks such as shopping, navigating out of the home and using household appliances.
37 A composite measure consists of cognitive and functional components from the ADAS-Cog (4 items), Mini-Mental
State Examination (2 items) and CDR-SB (6 items) instruments.
38 A universal health-related quality of life instrument including 5 dimensions: mobility, self-care, usual activities,
pain/discomfort and anxiety/depression.
3 Designed to be used specifically by people with Alzheimer’s disease and their caregivers. The instrument contains
13 domains to be rated.
40 Designed to assess caregiver burden.
41 A standardised metric allowing PET results from difference tracers, scanners and analysis methods to be expressed
on a common scale. The amyloid PET centiloids scale uses two anchor points: 0 and 100. Higher centiloid levels
represent higher amyloid burden.
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o Any adverse event resulting in death

o Other types of adverse event where the frequency or severity differs across groups (e.g. ARIA
events and infusion-related reactions)

e Other treatment related considerations

o Capacity of healthcare facilities for the increased number of patients who require 1V infusions of
lecanemab every 2 weeks

o Capacity of health professionals for the increased number of patients who are on lecanemab and
need monitoring of ARIA

o Cost and cost-effectiveness

o Impact on health equity

Assessment framework (for investigative technologies)

The aim of the codependent submission will be to demonstrate that testing for amyloid pathology (using
amyloid PET, biomarker testing in CSF or plasma), as well as testing for APOE €4 genotype, followed by
lecanemab treatment and brain MRI scans during the treatment period, results in superior effectiveness
and inferior safety compared to no testing plus standard medical management in individuals with MCl or
mild dementia due to AD who test positive for amyloid pathology and negative for APOE €4 homozygosity.
The pivotal trial, CLARITY AD, is a Phase Ill, 18-month, randomised trial comparing lecanemab versus
placebo in patients with MCl or mild dementia due to AD and amyloid positivity (confirmed by amyloid PET
or AD biomarker in CSF). The CLARITY AD trial provides evidence of (1) lecanemab resulting in a delay in
decline of cognition and function as well as reducing markers of amyloid in treated patients; (2) APOE €4
genotype testing assisting in categorising patient’s risk for developing ARIAs (€4 allele non-carrier — low
risk, heterozygote — moderate risk, homozygote — high risk); (3) the role of MRI scans during treatment
period in monitoring the occurrence of ARIA and in assisting clinical decision-making (dose suspension or
termination). The CLARITY AD trial does not provide evidence to support the link between plasma AD
biomarker testing and its result in change in clinical decision-making and a subsequent improved health
outcome. Further evidence will be required to supplement the key trial, in order to demonstrate that
testing of AD biomarker in plasma results in change in clinical decision-making, whether it selects the
population that would most benefit from lecanemab, and its association with an improved health
outcome.
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Figure 1 Generic assessment framework showing the links from the test population to health outcomes

Figure notes: 1: direct from test to health outcomes evidence; 2: test accuracy; 3: change in diagnosis/treatment/management; 4: influence of the
change in management on health outcomes; 5: influence of the change in management on intermediate outcomes; 6: association of intermediate
outcomes with health outcomes; 7: adverse events due to testing; 8: adverse events due to treatment

Research questions mapped to the assessment framework (Figure 1):

1.

What is the effectiveness and safety of testing of amyloid pathology (using the amyloid PET and
immunoassay of t-tau/AB[1-42] in CSF and p-tau217 in plasma) and testing of APOE €4 genotype, as
well as lecanemab treatment versus no testing and standard medical management of AD?

What is the accuracy of the testing of amyloid pathology (using the amyloid PET and immunoassay
of t-tau/AB[1-42] in CSF and p-tau217 in plasma, respectively) in patients with MCl or mild dementia
due to suspected AD, compared with the comparator?

Does the availability of new information from the proposed tests lead to a change in management
for the patient (i.e. does the patient receive lecanemab), compared to the information gained from
the comparator?

What is the effectiveness of lecanemab in long-term cognition and function benefit in patients
with MCI and mild dementia due to AD versus standard medical management of AD?

What is the effectiveness of lecanemab in short-term (18-month) cognition and function benefit in
patients with MCl and mild dementia due to AD versus standard medical management of AD?

How valid is the link between short-term and long-term cognition and function benefit in patients
with MCI or mild dementia due to AD?

What are the adverse events associated with the proposed tests (e.g. amyloid PET, lumbar
puncture, blood tests, MRI)?

What is the safety of lecanemab versus standard medical management of AD in patients with MCI
or mild dementia due to AD?
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PASC considered that evidence should demonstrate the clinical utility of the overall diagnostic pathway,
rather than focusing solely on the performance of the individual tests.

Overall, the proposed assessment framework was supported by PASC.

Clinical management algorithms

Current clinical management algorithm for the identified population

Based on the Clinical Practice Guidelines and Principles of Care for People with Dementia (released in 2016)
(Dyer et al. 2016), the diagnostic workup for patient presenting with cognition impairment begins with a
comprehensive clinical assessment that includes history taking (from the affected person and from a
person who knows the affected person well), physical examination, cognitive mental state examination
using a validated instrument, review of medication, and consideration of other causes. Also included in the
diagnostic workup are the basic dementia screen that includes routine haematology, biochemistry test
(including electrolytes, calcium, glucose, renal, liver, and thyroid function, serum vitamin B12 and folate
levels). Imaging study including MRI (preferred) or CT (when MRI is contraindicated) of the brain are
currently funded by the MBS for patients where there is need to exclude other reversible causes of
cognition impairment. FDG-PET became available and listed on the MBS (Item 61505) in 2021 to assist in
the diagnosis of AD when clinical evaluation by a specialist is inconclusive. In late 2024, testing of
biomarker in CSF became available in Australia (but not listed on the MBS) to assist diagnosis of AD.

For patients diagnosed with MCI or mild dementia caused by AD, the current standard medical
management include observation, nutrition support, rehabilitation interventions that aim to optimise
independence, behavioural and psychological symptom control, and in some patients, consider medication
such as AChEl or NMDA receptor antagonist for symptom management. As there is no cure for AD and the
condition always progresses, a palliative approach may be required in patients with dementia due to AD
who have progressed to an advanced stage.

The current clinical management algorithm for the identified population is shown in Figure 2.
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Abbreviation: MCI = mild cognition impairment; AChEI = acetylcholinesterase inhibitors; FDG = fluorodeoxygloucose; NMDA = N-methyl-D-aspartate; PET = positron emission tomography
*Diagnosis of AD may be assisted by FDG-PET (listed on the MBS) and/or biomarker testing in CSF (not listed on the MBS)
#Standard management for AD includes observation, nutrition support, rehabilitation, behavioural/ psychological symptom control, consider AChEI/NMDA

Figure 2 Current clinical management algorithm

Proposed clinical management algorithm for the identified population

The proposed clinical management algorithm for the identified population is shown in Figure 3. In the
proposed clinical management algorithm, the same steps are followed to establish the clinical diagnosis as
in the current clinical management algorithm. Patients are assessed comprehensively with history taking,
physical examination, cognitive examination, review of medication, and basic tests for the identification of
dementia. Those patients who receive a clinical diagnosis of MCl or mild dementia due to AD then undergo
brain MRI for exclusion of other possible aetiologies leading to cognition impairment and for baseline
screening for contraindication to lecanemab treatment®. Patients whose brain MRI scan identifies a
contraindication to lecanemab treatment*? would receive standard medical management for AD. Patients
with no contraindications identified on brain MRI would be tested for amyloid pathology using plasma p-
tau217. Individuals with an equivocal plasma biomarker test result would undergo amyloid PET or the
testing of t-tau/AB[1-42] in CSF for a confirmation of amyloid pathology.

It is currently unclear whether a positive plasma biomarker test result using p-tau217 alone would be
considered adequate to determine eligibility for lecanemab, or whether confirmatory testing using amyloid
PET or CSF biomarkers would be required. This distinction is important because plasma biomarker testing
was not used to determine amyloid positivity or treatment eligibility in the CLARITY-AD trial, where
eligibility was based on amyloid PET or CSF biomarkers.. Where less accurate plasma biomarkers are used,
their role may be limited to triage or rule-out testing, with positive or equivocal results requiring
confirmation by amyloid PET or CSF testing.

42 According to the TGA approved lecanemab PI, pre-treatment MRI findings that are contraindicated to lecanemab
treatment include prior intracerebral haemorrhage >1cm, microhaemorrhages >2, superficial siderosis or vasogenic
oedema (ARIA-E), which are suggestive of cerebral amyloid angiopathy, severe white matter disease, or any finding
that could prevent a satisfactory MRI evaluation for safety monitoring during lecanemab treatment.
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Early evidence suggests that plasma p-tau217 may have diagnostic performance approaching that of CSF
biomarkers for detecting amyloid pathology (Therriault et al. 2023) (Khalafi et al. 2025), and clinical input
at the Pre-PASC teleconference indicated a preference for p-tau217 over other plasma biomarkers.
However, the proposed role of plasma p-tau217 in the algorithm requires clarification, including whether
clearly positive results are sufficient to establish amyloid positivity, whether only equivocal results proceed
to PET or CSF testing, or whether all positive plasma results require confirmation.

PASC considered there was uncertainty regarding how emerging blood-based biomarkers, particularly p-
tau217, would be incorporated into clinical practice and whether they may reduce the need for more
expensive or invasive investigations such as amyloid PET.

Individuals with a positive amyloid test result will then undergo APOE €4 genotyping before consideration
of treatment with lecanemab. APOE €4 genotyping should occur only after other eligibility criteria for
lecanemab have been established, including clinical eligibility, absence of MRI contraindications and
confirmation of amyloid pathology. Clinical input indicated that APOE €4 testing should not be performed
before these criteria are met. For the purpose of this assessment, APOE €4 testing is not intended to
diagnose AD or determine future AD risk; rather, it is intended to identify patients at increased risk of ARIA
and to exclude patients who are APOE €4 homozygotes (for whom lecanemab is contraindicated). This
order of testing is also important because APOE €4 homozygosity has implications for relatives and may
disclose information about inherited risk of AD. It was stated during the pre-PASC teleconference that
ethical issues associated with identifying future AD risk in patients and relatives should be avoided in
circumstances where the patient is otherwise ineligible for treatment with lecanemab. The consent
process prior to APOE €4 testing should consider the genetic implications of identifying homozygosity.

Those who are tested as APOE €4 non-carrier or heterozygote would be eligible for lecanemab treatment,
subject to other clinical criteria, and would require MRI monitoring for the development of ARIA and other
adverse events related to lecanemab. Patients who test negative for amyloid pathology or who are APOE
€4 homozygotes will receive standard medical management for AD.

PASC discussed the proposed diagnostic and treatment pathway and noted uncertainty regarding the
optimal sequencing of investigations. PASC queried whether plasma p-tau217 testing should be used as an
initial triage test to identify patients requiring further assessment. PASC also discussed the optimal timing
of APOE €4 genotyping, noting that testing may be more appropriate after amyloid pathology has been
established, given the implications of communicating genetic risk information and the need for genetic
counselling. PASC discussed whether amyloid PET and APOE €4 testing should occur sequentially or
concurrently and considered that different approaches may have different clinical and economic
consequences. Specifically, under a sequential approach, if amyloid PET is negative, then APOE e4
genotyping will not be required.

PASC noted the applicant’s comments that the proposed clinical management algorithm (Figure 3) did not
fully reflect the testing pathway proposed by the applicant in their original application. The applicant’s
main concern was that the proposed clinical management algorithm (Figure 3) suggested that APOE €4
genotyping should only occur in patients found to be amyloid positive. However, the applicant advised
that the proposed MBS item descriptors were intended to provide flexibility regarding the sequencing of
investigations and that, in clinical practice, amyloid pathology testing and APOE €4 genotyping are often
requested concurrently to minimise delays in obtaining the information required to inform treatment
decisions. PASC noted concerns about ethical and legal implications of genotyping remain important.
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PASC considered that the assessment should investigate the proposed algorithm and explore the impact of
alternative testing pathways (with a different sequence of tests) on patient selection, access, counselling
safety, resource utilisation and cost-effectiveness.

Clinical diagnosis of MCI or mild dementia due to suspected Alzheimer’s
disease (AD)
v
| Recent MRl available? |

|
v v

Yes -> contraindication Yes -> no contraindication

> for anti-amyloid for anti-amyloid treatment
treatment
MRI as part of diagnostic

workup

| p-tau217 in plasma® |

Standard medical Negative | | Equivocal | Positive*
management

Amyloid PET or
t-tau/AB[1-42] in CSF

}

Amyloid pathology
confirmed? APOE g4 APOE £4
homozygote heterozygote

¢—‘—¢ or non-carrier

APOE g4 genotyping

] [ l

Lecanemab + [N MRI .
standard care monitoring
Abbreviation: ARIA = amyloid related imaging abnormalities; CSF = cerebrospinal fluid; MCI = mild cognition impairment for ARIA

*Testing of p-Tau217 in plasma is not currently approved by the TGA. Until this became available, first-line testing could be plasma biomarker testing
# Guidelines suggest a positive plasma test result be confirmed by amyloid PET or CSF biomarker testing
2APOE g4 genotyping could be ordered at the same time as PET due to delays in accessing PET

Figure 3 Proposed clinical management algorithm

Proposed economic evaluation

The overall clinical claim is that the proposed codependent technologies (testing for amyloid pathology
using amyloid PET, biomarker in CSF or in plasma, as well as testing for APOE €4 genotype, followed by
amyloid-targeting lecanemab treatment and follow-up MRI scans during treatment period) result in
superior effectiveness in cognition and function benefit and inferior safety compared to no testing plus
standard medical management in individuals with MCl or mild dementia due to AD who have tested
positive for amyloid pathology and negative for APOE €4 homozygosity. The appropriate type of economic
evaluation to be included in the assessment report would be a cost-utility analysis (CUA) (Table 8).

PASC supported the economic evaluation to be a CUA. PASC considered that the economic evaluation
should compare alternative diagnostic and clinical management pathways, including different sequencing
approaches for ptau217, amyloid PET, CSF and APOE €4 testing, and should assess the implications of
testing uptake, brain MRl monitoring requirements, safety management and equitable access on overall
cost-effectiveness.
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Table 8 Classification of comparative effectiveness and safety of the proposed intervention, compared with its main
comparator, and guide to the suitable type of economic evaluation

Comparative safety Comparative effectiveness
Inferior Uncertain? Noninferior? Superior
Health forgone: need Health forgone possible: Health forgone:
Inferior other supportive need other supportive need other ? Likely CUA
factors factors supportive factors
Uncertain2 I;;lgsasltigltf;rr?ggg other ? ? ? Likely
" ' ’ CEA/CUA
supportive factors
Health forgone: need
Noninferiorb other supportive ? CMA CEA/CUA
factors
Superior ? Likely CUA ? Likely CEA/CUA CEA/CUA CEA/CUA

CEA = cost-effectiveness analysis; CMA = cost-minimisation analysis; CUA = cost-utility analysis.

a ‘Uncertainty’ covers concepts such as inadequate minimisation of important sources of bias, lack of statistical significance in an underpowered trial,
detecting clinically unimportant therapeutic differences, inconsistent results across trials, and trade-offs within the comparative effectiveness and/or
the comparative safety considerations

b An adequate assessment of ‘noninferiority’ is the preferred basis for demonstrating equivalence

Proposal for public funding

Currently, a brain MRI before initiating lecanemab treatment may be performed using existing MBS items.
However, the Department noted that using some items for baseline MRI scans associated with lecanemab
treatment eligibility may deplete access to an item that is subject to annual service limits. Therefore, a new
MBS item specifically for MRI before treatment initiation was proposed (EEEE) for the exclusion of
ambiguity about available MBS items. Amyloid PET, testing of t-tau/AB[1-42] in CSF and p-tau217 in
plasma, APOE €4 genotyping, and follow-up MRI scans during the lecanemab treatment period are not yet
listed. The six different proposed MBS item descriptors for these tests are shown in Table 9 to Table 14
below. Edits proposed by the HTA group are shown in red.

It should be noted that the proposed population in many of the proposed MBS item descriptors is
“patients with a clinical diagnosis of MCl due to suspected AD or mild AD dementia” (with “suspected”
added by the HTA group.

The proposed item descriptor BBBB is broad “Analysis of amyloid and tau proteins in cerebrospinal fluid”
and does not specify which biomarkers are eligible for testing.

PASC noted the importance of minimising the potential for unintended utilisation of publicly funded testing.
PASC noted that the wording of the item descriptors is important in limiting test use to patients undergoing
assessment for lecanemab eligibility, given concerns about broader uptake of blood-based biomarker
testing outside the intended population. PASC considered that the proposed item descriptors should clearly
specify the target population, intended purpose and sequencing of the proposed investigations within the
assessment and treatment pathways.

PASC noted that there may be genetic counselling requirements associated with APOE &4 testing and
considered that these will need to be appropriately addressed in an explanatory note.

On proposed MBS item FFFF, an annual service limit of 4 scans per patient has been included. However,
ARIA monitoring is typically linked to specific infusion milestones rather than an arbitrary annual
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frequency. If the PBS/TGA schedule changes, the MBS descriptor may become misaligned. Further, clinical
practice with regard to anti-amyloid monoclonal antibodies is evolving in Australia as these treatments
become available. A major Australian radiology provider has adopted standardised protocols for ARIA
monitoring based on recommendations developed by the American Society of Neuroradiology*, and has
implemented these protocols across its MRI network to support patients receiving anti-amyloid
monoclonal antibody therapies. This protocol includes monthly MRI scans when ARIA is detected,
regardless of whether symptoms are present, until the ARIA resolves or stabilises.

PASC noted the applicant’s comments that the proposed limit of four brain MRI scans per year may not
accommodate additional monitoring required following detection of ARIA and that greater flexibility in MRI
utilisation may be warranted. PASC considered that MRI monitoring requirements, including the need for
additional scans beyond the routine schedule, should be considered in the assessment of implementation,
service utilisation and costs, along with supporting evidence.

Table 9 Proposed MBS item descriptor for amyloid PET

Category 5 — Diagnostic imaging service Group 14 — Nuclear Medicine Imaging

Proposed item descriptor XoOXAAAA

Beta-amyloid positron emission tomography (PET) study of the brain, requested by a specialist or consultant physician, for
the evaluation of patients with a clinical diagnosis of Mild Cognitive Impairment (MCI) due to suspected Alzheimer's disease
or Mild Alzheimer’s dementia, to determine eligibility for treatment with an anti-amyloid monoclonal antibody agent to treat
Alzheimer disease under the Pharmaceutical Benefits Scheme, if (1) the patient considered for this service also meets
specific PBS eligibility criteria; and (2) the patient has not previously been treated and is not currently undergoing treatment
with the pharmaceutical.

Fee: $1,800
MBS = Medicare Benefits Schedule; MCI = mild cognitive impairment; PBS = Pharmaceutical Benefits Scheme; PET = positron emission
tomography.

Table 10 Proposed MBS item descriptor for t-tau/AB[1-42] in CSF

Category 6 — Pathology service P2 — Chemical (TBC)

Proposed item descriptor X00XXBBBB

Analysis of amyloid and tau proteins in cerebrospinal fluid, requested by a specialist or consultant physician, from a patient
with a clinical diagnosis of Mild Cognitive Impairment (MCI) due to suspected Alzheimer's disease or Mild Alzheimer's
dementia, to determine eligibility for a relevant treatment under the Pharmaceutical Benefits Scheme

Fee: $400

AB = amyloid beta; CSF = cerebrospinal fluid; MBS = Medicare Benefits Schedule; MCI = mild cognitive impairment; t-tau = total tau; TBC = to be
confirmed.

Table 11 Proposed MBS item descriptor for p-tau217 in plasma

Category 6 — Pathology service P2 — Chemical (TBC)

Proposed item descriptor X0XxXCCCC

Quantitation of phosphorylated at threonine 217 (ptau217) in plasma, requested by a specialist or consultant physician, from
a patient with a clinical diagnosis of Mild Cognitive Impairment (MCI) due to suspected Alzheimer’ disease or Mild
Alzheimer's dementia, to determine eligibility for a relevant treatment under the Pharmaceutical Benefits Scheme.

Fee: TBC

43 |-MED Radiology Network. MRI Protocols for ARIA monitoring. URL: https://i-med.com.au/mri-protocols-for-aria-
monitoring#gsc.tab=0 accessed on 17 Jul 2026
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MBS = Medicare Benefits Schedule; MCI = mild cognitive impairment; p-tau217 = phosphorylated tau at threonine 217; TBC = to be confirmed.

Table 12 Proposed MBS item descriptor for APOE genetic testing

Category 6 — Pathology service P7 — Genetics

Proposed item descriptor X000xxDDDD

Genetic testing to determine apolipoprotein E €4 (APOE 4) genotype as requested by a specialist or consultant physician
for patients with a clinical diagnosis of Mild Cognitive Impairment (MCI) due to suspected Alzheimer’s disease or Mild
Alzheimer's dementia to determine eligibility for a relevant treatment under the Pharmaceutical Benefits Scheme.

Fee: $154.00

APOE = apolipoprotein E; MBS = Medicare Benefits Schedule; MCI = mild cognitive impairment.

Table 13 Proposed MBS item descriptor for brain MRI scan prior to initiating treatment

Category 5 — Diagnostic imaging service 15 — Magnetic Resonance Imaging
Subgroup 1- Scan of head - for specified conditions

Proposed item descriptor XOXXEEEE

Magnetic resonance imaging (MRI) scan of the head (including MRA, if performed) for the baseline assessment of patients
who will be treated with an anti-amyloid monoclonal antibody agent intended to treat patients with a clinical diagnosis of
Mild Cognitive Impairment (MCI) due to suspected Alzheimer's disease or Mild Alzheimer’s dementia under the
Pharmaceutical Benefits Scheme (PBS), to ensure the patient does not have pathology which would preclude treatment with
this agent.

One scan per patient

Fee:$452.05 Fee: $463.80 Benefit: 75% = $347.85 85% = $394.25

MBS = Medicare Benefits Schedule; MRA = magnetic resonance angiography; MRI = magnetic resonance imaging; PBS = Pharmaceutical Benefits
Scheme.

Table 14 Proposed MBS item descriptor for monitoring brain MRI scan during treatment

Category 5 — Diagnostic imaging service 15 — Magnetic Resonance Imaging
Subgroup 1 - Scan of head - for specified conditions

Proposed item descriptor XoOXFFFF

Magnetic resonance imaging (MRI) scan of the head (including MRA, if performed) for the evaluation of patients currently
receiving treatment with an anti-amyloid monoclonal antibody agent intended to treat patients with a clinical diagnosis of
Mild Cognitive Impairment (MCI) due to suspected Alzheimer's disease or Mild Alzheimer’s dementia under the
Pharmaceutical Benefits Scheme (PBS), to ensure the patient does not have pathology which would preclude further
treatment with this agent.

The assessment will be performed to determine the continuing safety of treatment.

Applicable not more than four times in a 12-month period.

Fee:-$452.05-Fee: $463.80 Benefit: 75% = $347.85 85% = $394.25

MBS = Medicare Benefits Schedule; MRA = magnetic resonance angiography; MRI = magnetic resonance imaging; PBS = Pharmaceutical Benefits
Scheme

Summary of public consultation input

PASC noted and welcomed consultation input from 13 organisations and no individual input was received.
The 13 organisations that submitted input were:

e Australia Diagnostic Imaging Association (ADIA)
e Cyclotek

e Dementia Australia

e Eli Lilly Australia Pty Ltd
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e NSW Faculty of Psychiatry of Old Age Subcommittee, The Royal Australian and New Zealand
College of Psychiatrists (RANZCP)

e Public Pathology Australia (PPA)

e Roche Diagnostics Australia

e The Australasian Association of Nuclear Medicine Specialists (AANMS)

e The Australian & New Zealand Association of Neurologists (ANZAN) and the Australian Cognitive
Neurology Association (ACNA)

e The Australian and New Zealand Society for Geriatric Medicine (ANZSGM)

e The Australian and New Zealand Society of Nuclear Medicine (ANZSNM)

e The Royal Australian and New Zealand College of Psychiatrists (RANZCP)

e The Royal Australian and New Zealand College of Radiologists (RANZCR).

Consultation input was largely supportive of public funding for investigations to support the use of PBS-
subsidised lecanemab in people with mild cognitive impairment and mild dementia due to AD. The
consultation input raised concerns predominantly in relation to the clinical management pathway,
equitable access, MBS item descriptors and service fees.

Consumer Experience

Dementia Australia highlighted the significant impact of dementia on individuals, families and carers,
including delays to diagnosis and challenges accessing specialist assessment and support services. Public
funding of biomarker testing, genetic testing and MRI monitoring was considered important to support
equitable access to treatment and informed decision-making, particularly for people in rural and remote
areas and other underserved populations.

Benefits and Disadvantages

The main benefits of public funding reported in the consultation input included improved access to
biomarker testing and MRI monitoring to support earlier and more accurate diagnosis of AD, appropriate
patient selection for treatment, and safer use of lecanemab. Public funding was also considered likely to
reduce reliance on self-funded diagnostic testing and support more consistent access to the proposed
diagnostic pathway. Roche Diagnostics Australia stated that plasma biomarker testing increased
accessibility for diagnosing AD, whilst reducing the need for more invasive testing or complex radiology
scans with limited capacity.

The main disadvantages of public funding reported in the consultation input included potential inequities
in access to specialist assessment, testing and treatment, particularly for people living in rural and remote
areas. Consultation input also highlighted the need for adequate workforce capacity and specialist services
to support implementation of the proposed pathway. The NSW Faculty of Psychiatry of Old Age
Subcommittee of the RANZCP stated that only a small proportion of people with MCl or dementia are likely
to be eligible for treatment yet the impact on the budget will be huge.

Population, Comparator (current management) and Delivery

The consultation input largely agreed with the proposed population and considered the proposed
population consistent with the intended use of lecanemab. Consultation input from multiple stakeholders
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including ANZSGM considered amyloid PET to be the preferred first-line biomarker test for identifying the
eligible population with AD most likely to benefit from anti-amyloid therapies. While CSF and plasma
biomarkers remained an appropriate alternative when amyloid PET is unavailable or contraindicated,
amyloid PET was viewed as providing the most accurate in vivo assessment of cerebral amyloid burden and
the strongest alignment with the evidence base supporting anti-amyloid therapies. Consultation input also
highlighted that amyloid PET can quantify cerebral amyloid plaque deposition, avoid treatment of false-
positive cases identified through plasma or CSF biomarkers, detect potential alternative contributors to
cognitive impairment, and provide a quantitative baseline for monitoring treatment response. RANZCR
recommended that genetic and biochemical testing occur prior to amyloid PET imaging, given the cost of
imaging.

The consultation input agreed with the proposed comparator. Eli Lilly, AANMS and ANZSNM considered
the comparator reflective of current Australian clinical practice, noting that standard medical management
remains the current approach in the absence of publicly funded anti-amyloid therapies and associated
diagnostic testing.

Other services identified as being needed before or after the intervention included accessible pre-test and
post-test information, supported decision-making, specialist clinical assessment, and genetic counselling or
equivalent supports, particularly in relation to APOE €4 and amyloid biomarker results.

MBS Item Descriptor and Fee

The consultation input generally agreed with the proposed service descriptors, with Eli Lilly, PPA and
RANZCP supporting the proposed diagnostic pathway. ADIA recommended amendments to the MRI item
descriptors to clarify the circumstances in which magnetic resonance angiography (MRA) may be required.
ANZSNM, ANZSGM and AANMS suggested amendments to the amyloid PET item descriptors to include
post-treatment monitoring and quantification requirements.

The consultation input ranged from agreeing to disagreeing with the proposed service fees. Eli Lilly agreed
with the proposed fees and Cyclotek agreed with the proposed fee for amyloid PET imaging. ANZSNM,
ADIA and AANMS considered a higher fee for amyloid PET would be required to prevent out of pocket
costs to patients and stated that the tracer costs approximately $1,200 in addition to the service delivery.
ADIA stated that the proposed fee for MRI did not account for the additional time required for reporting
MRA should this be included in the same MBS item.

PASC noted that public consultation feedback was broadly supportive of improving access to investigations
that may support the use of anti-amyloid therapies in appropriately selected patients. PASC considered that
consultation feedback reinforced the importance of equitable access to testing, specialist assessment,
treatment and monitoring services, particularly for patients in regional and remote areas.

PASC noted consistent feedback regarding the need for appropriate pre- and post-test counselling and
support, particularly where biomarker and genetic testing may influence treatment decisions. PASC noted
that stakeholders expressed differing views regarding the preferred sequencing of investigations, with
some favouring amyloid PET as the primary investigation and others supporting greater use of blood-based
biomarkers or genetic testing earlier in the pathway. PASC considered that these differing perspectives
highlighted ongoing uncertainty regarding the optimal diagnostic pathway and supported consideration of
alternative testing algorithms within the assessment.
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PASC noted concerns raised regarding MRI, PET and infusion service capacity, implementation challenges,
and the adequacy of proposed MBS fees. PASC considered that these issues were relevant to the feasibility,
equity and sustainability of implementing the proposed pathway in Australian clinical practice.

Next steps

PASC noted that the applicants are planning on submitting an applicant developed assessment report.

Applicant Comments on Ratified PICO

Eisai welcomes the ratified PICO and the progress achieved through the PASC process in establishing a
comprehensive assessment framework for investigations and treatment pathways supporting access to
lecanemab for Australians with mild cognitive impairment and mild dementia due to suspected
Alzheimer’s disease. Eisai appreciates the consideration of emerging diagnostic technologies, including
blood-based biomarkers, alongside established approaches to amyloid pathology assessment, and
acknowledges the importance of ensuring appropriate patient selection, safety monitoring and
appropriate access.
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