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Correct diagnosis and prognosis of the
dementias Is hard!

Clinical criteria for Alzheimer’s Disease have only
Sensitivity 70-80%, Specificity 70%
Knopman DS, Neurology 2001- average of 13 studies with
pathological confirmation

Beach TG, J Neuropath Exp Neurol. 2012. NIA AD Centers

30% of “AD” patients referred to clinical trials are amyloid
negative

Clinical diagnosis requires dementia so it is late and only
has moderate accuracy!




Mild Cognitive Impairment (MCI)
precedes dementia but has variable
definition and low disease specificity.

MCI Is a symptom not a diagnhosis.

* 50% of MCI will progress to AD dementia
« 15-20% have other dementias.

« 35-40% do not develop dementia.




Alzheimer’s Pathology

1. Extracellular Beta-amyloid Plaques 2004
e d T

2. Intracellular Neurofibrillary Tangles (tau aggregates)

2013
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Blood Diagnostics for Alzheimer’s Disease are
Coming!

* C,N through Healius Pathology Australia provide access to
PrecivityAD2 blood test (88% accurate for AD) for S1500 AUD

 LabCorp in USA providing Fujirebio Lumipulse pTau217 for $185 USD

* Roche completing international trial of pTaul81 and pTau217 on
Elecsys platform

* Beckman-Coulter validating pTau217

e pTau217 (ALZpath and Janssen) kits are available for Quanterix SIMOA
immunoassay platform in Australia

e “Real world” trials are underway in Australia in memory clinics and
primary care run by Australian Dementia Network (ADNeT) and Florey



Amyloid Antibody Therapies are Coming!

* Lecanemab (Eisai) approved and funded in USA, Japan, South Korea
and China but not by EMA (Europe). UK approved but not NHS
funded. Recent negative TGA decision in Australia under appeal.

 Donanemab (Lilly) approved by FDA.
* Preclinical prevention trials are in progress.

* Both drugs require proof of amyloid by PET or CSF. Amyloid PET at 12
months recommended for Donanemab to determine need for
continued dosing.

* Better results at low Tau load (neurofibrillary tangles) on PET.



The need for early accurate diagnosis of AD has never been
greater but there are cost and accessiblility restrictions on PET
and reluctance in many countries to have a lumbar puncture.

How good are the blood biomarkers for AD?

Where can they replace PET?



Medicare Benefits Schedule - Item 61560

Search Results for Item 61560

Medicare rebate for FDG PET (o

Subgroup 2 -PET
° °
O r A D a Va I a b e S I n C e FDG PET study of the brain, performed for the diagnosis of Alzheimer’s disease, if:
a. clinical evaluation of the patient by a specialist, or in consultation with a specialist, is equivocal; and
N Ove I I ' b e r 2 O 2 1 b. the service includes a quantitative comparison of the results of the study with the results of an FDG PET study of a normal brain from a reference

database; and
1 7 5 OO f d M 2 O 2 3 c. a service to which this item applies has not been performed on the patient in the previous 12 months; and
= ’ p e r 0 r l I l e I n d. a service to which item 61402 applies has not been performed on the patient in the previous 12 months for the diagnosis or management of

Alzheimer’s disease

Applicable not more than 3 times per lifetime (R)

Typical AD pattern
of hypometabolism




BE-FDG PET Patterns in Dementia
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Alzheimer’s Disease

Logopenic Aphasia variant
of AD

Dementia with Lewy bodies

Behavioural subtype of
Frontotemporal Dementia

Progressive Non-fluent Aphasia
subtype of FTD

Semantic Dementia subtype
of FTD
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FDG PET Patterns:
Limbic Predominant Age related TDP-43 Encephalopathy (LATE) versus
Alzheimer’s disease

LATE

AD




2004: Beta-amyloid PET Begins

Inventors:

Chet Mathis PRI
William Klunk a Alzhermers
: : : Disease

University of Pittsburgh -
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Amyloid scan : Negative
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= A3 PET: Dementia Specific Patterns

HC DLB AD FTD

Rowe CC, et al. Neurology 2007.
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Three - Six year follow-up data with PiB
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Villemagne VL, et al. Lancet Neurol. 2013.
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AP level vs disease progression

Normal to Mild Cognitive Impairment: MCI to dementia:
100% 1 100% -
75% 1 75% -
50% 1 bt 50% -

AB Level

== |[Ow<15CL

== Uncertain 16-25 CL

% 1 |

2 w=  Mild-moderate 26-50 CL 25%
High 51-100 CL

== Very High >100 CL

1-Probability of progression to MCI or dementia (%)

0% 0% -

0 15 3 45 6 75 I : ' '
Time (years) 0 1 2 3 4

Time (Years) Time (Years)

van der Kall LM, ... Rowe CC. Association of f-Amyloid level, clinical progression and longitudinal cognitive change in normal older individuals. Neurology 2021



Alzheimer’s Pathology

1. Extracellular Beta-amyloid Plaques
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2. Intracellular Neurofibrillary Tangles (tau aggregates)
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Tau PET in “AD”
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Amyloid Cascade Hypothesis for AD

confirmed by PET: Tau PET usually negative below 50 CL of amyloid
N=475 MK6240.
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MCI and Dementia Risk in Older Persons

Negative amyloid scan — red
Positive amyloid but Negative tau scans — blue
Positive amyloid and positive tau scans — green & black
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Current Uses of Amyloid and Tau PET

1. Selection for AD trials

2. Monitoring amyloid and tau clearance in AD
trials

3. Validation of blood biomarkers and other new
diagnostics for AD

4. Clinical Diagnosis



AD Biomarker Tests in Melbourne Available
for Clinical Use

* Amyloid PET at Department of Molecular Imaging & Therapy,
Austin Health, Heidelberg. Patient co-payment of $1000 required.

* Phone: 9496 5718. Fax: 9457 6605.
Email: enguiriesmit@austin.org.au

* CSF analysis at the National Dementia Diagnhostics Laboratory,
Florey Institute of Neuroscience and Mental Health, Parkville.
Patient co-payment of $400 required.

* Phone: 9035 7243. Fax: 9349 5105

Email: enquiries-nddi@unimelb.edu.au



mailto:enquiries-nddl@unimelb.edu.au

Healius Pathology network | ntrOd UCing the

tidorevitch | rihealius PrecivityAD2™ Blood Test

pathology
© 2024 C;N Diagnostics, LLC. Al ights Reserved. The PrecivityAD2™ blood test aids assessments of Alzheimer’s disease

Healius Pathology Pty Ltd (ABN 84 007 180 043)

1761_DORC2N_PrecivityAD2_DrBrochure_v2_Mar01 in patients presenting with mild cognitive impairment or dementia

PrecivityAD2™ Blood Test Performance Metrics

. . Test Performance Characteristics?
AD Protein Biomarkers

included in the PrecivityAD2™ Positive Percent Agreement (Sensitivity)® 88%
blood test Negative Percent Agreement (Specificity)® 89%
Amyloid beta (AB)  Tau Positive Predictive Value - PPV© 90%
e AB40 e phosphorylated-tau217 (p-tau217)
o AB42 « non-phosphorylated-tau217 Negative Predictive Value - NPV® 87%
-tau217
(np-tau17) AUC-ROC® 0.94

Overall Accuracy® 88%



JAMA | Original Investigation

Blood Biomarkers to Detect Alzheimer Disease in Primary Care
and Secondary Care

Sebastian Palmgvist, MD, PhD; Pontus Tideman, M5c;: Niklas Mattsson-Carlgren, MD, PhD; Suzanne E. Schindler, MD, PhD; Ruben Smith, MD, PhD;
Rik Ossenkoppele, PhD; Susanna Calling, MD, PhD; Tim West, PhD; Mark Monane, MD, MBA; Philip B. Verghese, PhD; Joel B. Braunstein, MD, MBA;
Kaj Blennow, MD, PhD; Shorena Janelidze, PhD; Erik Stomrud, MD, PhD; Gemma Salvadé, PhD; Oskar Hansson, MD, PhD

On-line July 28, 2024

1,213 patients undergoing cognitive evaluation in primary and secondary care in Sweden

The accuracy of predicting the presence of Alzheimer disease

pathology based on clinical evaluation alone was 61% in primary care

and 73% in specialty care compared with 91% for the C2N APS2 blood test in
both settings. The performance of the APS2 in these real world

clinical cohorts was largely driven by the percentage of p-tau217 measure.



Throughput

* Simoa — 35 tests per 3 hours. Research installations world-wide.

* Fujirebio Lumipulse G - 120 tests per hour — international clinical
installation base. FDA approved CSF AD biomarkers.

* C,N —warehouse full of mass spec machines only in St. Louis.

A

- Pﬂ!___

User control interface
(multi-touch monitor) =]

Input bays Reagent bay
Cuvette carousel
Sample bay —

Tips and disc bay —}

Simoa HD-X E : Lumipulse G 1200

Systembay g resource —
supply and waste ——




plasma pTau217 vs Amyloid PET
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Single threshold at 0.18 pg/ml gave 87% accuracy while applying a two-threshold approach set for 95% sensitivity and
90% specificity, pTau217 had 92% accuracy for correct classification to AB- vs Ap+ excluding the 18% indeterminant.

Accurate Detection and Staging of Alzheimer's Disease by Plasma pTau217 on a High Throughput Immunoassay
Platform. eBioMedicine 2024:109: 105405



Barriers to Blood Testing for AD in Australia

* Regulatory — not a TGA approved in-vitro diagnostic device
* Reimbursement — no Medicare rebate
* “Real world” evaluation yet to be completed

* Clinician education - clinical guidance documents needed for
specialists and GPs

* Expense of C,N test



Anti A monoclonal antibody therapy aims to slow progression
by removing A plaques

ALZHEIMER’S DISEASE AB NEGATIVE SCAN
B-amyloid Anti-amyloid
PET Monoclonal
Antibody
Treatment

—

0 deg 0 deg



Amyloid Antibody Therapy Clears Amyloid
Plaques!

Dose- and time-dependent amyloid depletion
in clinical trials with a total of more than 6000 patients

Amyloid removal down to amyloid-negative levels within 12 to 18 months

Lecanemab Aducanumab Donanemab
CLARITY AD EMERGE ENGAGE TRAILBLAZER-ALZ
Amvylowd Burden om PET
” .. m o Wi R L ,
'E‘ - . 3 5 "/*-—_' gg 104 e
j : NG\ i
3 aﬁ; 010 . g ? 404 .
0 gi N S . aod )
gi g W : il N ——
%1 »<0001 w18 mo ; E o s g 804 4 il
« Y 2 8 om N - 3‘@ 1004
Visit (ma) f 2% — - ( 24
Woeks

Nao. of Particspants
Lecanemal 5 ™ "
Analysis visit, Weeks



PET Centiloids and Amyloid PET SUVr Images at Baseline and 18 Months

Highly Significantly Reduced Amyloid Plaque (Centiloids) at All Time Points;

Mean at 18 Months of 23 Centiloids (Below 30 Centiloid Threshold of Positivity)
’»

7945 CL

=
Baseline

Placebo -

18 months

Baseline 750, 77.9

Adjusted Mean Change from
Baseline (£SE) in Amyloid PET using Centiloids
w
o

50 = Placebo —
| ’ = Lecanemab 80.33 CL
& 4 <0,0001
v 60
0 3 6 12 18 ®
Visit (months) §
(N) Placebo: 344 303 206 250 205. ]
(N) Lecanemab: 354 206 215 276 210 0

% Amylold Negative (<30 CL)
Placeb 15 14 15 16
5 . ﬂ. - Lecanemab

* 73 subjects were not Included at 18 months (per SAP) since thelr PET assessments were performed
after recelving lecanemab In the extension phase

Note Based on PD analysis populabion (PET substudy population) Adjusted mean change lrom baseline, SE and p-value
a10 denved using MMRM with treatment group, visit, treatment group by visit interaction, chinical subgroup, use of AD
symplomatic madication at baseline, Apol 4 carmior status, region, baseline value by visit interaction as fixed offects, and
basolne value as covanate

53

18 months




Clarity AD Primary Endpoint: CDR-SB
Lecanemab Significantly Slowed Disease Progression on CDR-SB by 27% at 18 Months

and at All Time Points Beginning at 6 Months e —————————————

0

04

0.8 1

LS mean
difference at
18 months: -0.451

124

27% slowing
by lecanemab

Baseline (+SE) in CDR-SB

w— Placebo
w— ecanemab

Adjusted Mean Change from

at 18 months

1.6-
*p <0.05; ** p <0.01; *** p <0.001; **** p <0.0001
| 1 I I I 1
0 3 6 9 12 15 18
Visit (months)
(N) Placebo: 875 849 828 813 779 767 757
(N) Lecanemab: 859 824 798 779 765 738 714

Note: Based on modified intention-to-treat analysis population. Adjusted mean change from baseline, SE and p-value are derlved using mixed model repeat measures (MMRM) with treatment group, visit, treatment group
by visit interaction, clinical subgroup, use of Alzhelmer's disease symptomatic medication at baseline, ApoE4 carrler status, reglon, baseline value by visit interaction as fixed effects, and baseline value as covariate.

25
CDR-SB, Climcal Dementia Rating, sum of boxes, LS, least squares; SE, standard error



ADCS MCI-ADL.:
Lecanemab Significantly Slowed Disease Progression on ADCS MCI-ADL by 37% at 18 Months

and at All Time Points Beginning at 6 Months

Adjusted Mean Change from
Baseline (£SE) in ADCS MCI-ADL

we Placebo
w— |ecanemab

*p <0.05; ** p <0.01; *** p <0.001; **** p <0.0001

‘

37% slowing of
functional decline

LS mean
difference at
18 months: 2.013

37% slowing
by lecanemab
at 18 months

(N) Placebo: 796
(N) Lecanemab: 783

|

6 12 18
Visit (months)

783 739 707

756 716 676



Lecanemab Benefit

Clarity AD CDR-SB: OLE in Context of Observational Cohort

Lecanemab-Treated Participants Continued to Benefit Through 24 Months

Core Study

OLE

04-
E
m 08-
g9
T
o 5 |
2
D=
@ 16-
2
32 2
%9 ~—tf—  Early start
£& o4 |—+— Delayed start
< ' ADNI
2.8 -
1 T ] i 1 |
0 3 6 9 12 15 18 24
Visit (months)
(N) Placebo: 875 849 828 813 779 767 757 650
(N) Lecanemab: 859 824 798 779 765 738 714 646
(N) ADNI: 426 410 393 120 291

These ADNI participants selected to
match with Clarity AD population

— Baseline demographics and
clinical characteristics including
randomization strata

Matched ADNI participants show
similar degree of decline to placebo
group out to 18 months

Caveats
— ADNI is an observational cohort;

- Delayed start is Open-label; all
participants know they are
receiving lecanemab



Adverse Reactions

ARIA-E

ARIA-E
» MR parenchymal edema, sulcal effusion, gyral swelling
» Incidence: 11-35% at early stages of treatment, transient
Risk factors: dosage, ApoEed, microhemorrhages

ARIA-H

o MRL: microhemorrhages, superficial siderosis

o Incidence: 17-21% at early stages of treatment

o Risk factors: ARIA-E, APOEe4, microhemorrhages,

possible
continuum

Symptomatic ARIA-E or H
» Symptomatic: 2.8-8.4% of treated patients
o Common symptoms: headache, confusion, dizziness, visual disturbance, nausea
Serious symptoms or macrohemorrhages: 0.3-0.7% of treated patients
»  Management: MRI monitoring, down-dosing, anti-inflammatory

Immune reactions
Infusion reactions: <0.01% - 26 4%
Anti-drug antibodies: 0% - 90%
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ARIA-E Lecanemab

Placebo Lecanemab

(N=897) (N=898)
n/N (%) n/N (%)
ARIA-E 15/897 (1.7)  113/898 (12.6)
ARIA-E by ApoE4 genotype
ApoE4 noncarrier 1/286 (0.3) 15/278 (5.4)
ApoE4 carrier 14/611 (2.3) 98/620 (15.8)
ApoE4 heterozygote 9/478 (1.9) 52/479 (10.9)
ApoE4 homozygote 5/133 (3.8) 46/141 (32.6)
Symptomatic ARIA-E* 0 25/898 (2.8)
ApoE4 noncarrier 0 4/278 (1.4)
ApoE4 carrier 0 21/620 (3.4)
ApoE4 heterozygote 0 8/479 (1.7)
ApoE4 homozygote 0 13/141 (9.2)

*Symptomatic concurrent ARIA-E and ARIA-H were included under ARIA-E.

ARIA-E events were largely mild-
to-moderate radiographically
(91%) and asymptomatic (78%)

In the 2.8% of subjects with
symptomatic ARIA-E, commonly
reported symptoms were
headache, visual disturbance,
and confusion

Recurrent ARIA-E
- Placebo: 1 (0.1%)
- Lecanemab: 28 (3.1%)

ApoE4, apolipoprotein E4; ARIAE, amyloxd relsted imaging abnormalitios -
odoma, ARIAH, ARIAH. ARIA with hamosiderin deposits




Time to ARIA-E Events

0.35 -

—! o

0.30 -

0.25

0.20

0.15-

0.10 4

Probability of ARIA-E

0.05 -

0.00

1 | I | | 1 1

412202'8364452606876
Visit (Weeks)

Heterozygous for LEC10-BW 479 423 410 395 387 381 374 367 362 343
Homozygous for LEC10-BW 141 101 100 91 89 89 88 86 85 83
Noncarrier for LEC10-BW 277 255 247 239 231 221 216 211 205 204
Overall Placebo 897 879 863 850 822 800 792 777 762 731

ARIA-E with lecanemab generally
occurred within the first 3 months
of treatment (71%) and by 6
months (92%)

ARIA-E resolved within 4 months
of detection (81%), regardless of
ApoE4 carrier status

— 60/111 (54%) resolved by
90 days

— 90/111 (81%) resolved by
120 days

43 ApoEd, apolipoprotein E4, ARIA-E, amyloid related imaging abnormalities - edema; LEC10-BW, lecanemab 10 mg/kg biweekly,



Can we increase benefit and reduce risk by
better patient selection?



APOE €4 genotype and baseline MRI are the greatest contributing factors to ARIA-E*

J ARIA association “ARIA association

Odds Ratio
- - - - - i 0 -
Relative Contribution of Highest Categories Variable Category , (95%Cl)  p-value
non carrier !
APOE &4 genotype i 20(15.2.7 <0.001
APOE £4 Homozygous REIREYFOnS \ —— 0(1.5,27) :
homozygous \ I ¢ | 4.6 (3.3,6.4) <0.001
0 :
]
Microhemorrhages 1 -o— 1.4 (1.0, 2.1) 0.047
H 1
2, 3, or 4 Microhemorrhages 2.3 ord Lo . | 25(156,40) <0.001
No :
Superficial siderosis !
Yes '—e | 22(1.2,40) 0013
)
<93 :
_ >93 & <97 o— 14(10,19)  0.042
Mean arterial pressure ]
297 & <107 :l—.—| 14(1.1,1.8) 0.014
MAP 2 107 mm Hg 2107 ' —— 1.7(12,25)  0.003
1
tercile 1(<74) \
1
Amyloid PET! Centiloids tercile 2(74<108) - 1.0 (0.8, 1.3) 0.971
Amyloid = 108 CL tercile 3(2108) Lo 1.3(1.0,1.7) 0.048
1
No '
Antihypertensives ]
Yes . 3 : 0.6 (0.5,0.7) <0.001
L] L] I L] L] l L] L l i .
*Analyses completed with multiple logistic regression using TRAILBLAZER-ALZ, 0 2 4 ¢ ol samfnle size N=2021; With
TRAILBLAZER-ALZ 2, and Addendum populations. tCerebellum used as reference region Odds Ratios (95% Cl) AR|A'E_”_416- # Pseudo R-
Abbreviations: APOE = apolipoprotein E; ARIA-E = amyloid-related imaging abnormalities- edemaleffusions; Cl ° square=7.44%
= confidence interval; MAP = Mean arterial pressure; PET= positron emission tomography. Copyright ©2024 Eli Lilly and Company. All rights reserved.

© 2024 Eli Lilly and Company, Inc. All rights reserved



Clarity AD Subgroup Analyses: CDR-SB

Consistent Results Across Other Subgroups of Interest
’__

e ——— ]

Adjusted Percent

No. of Participants Favors lecanemab Mean Slowing of
(placebo, lecanemab) - " Difference Decline (%)
Overall 8765, 859 ——— : 0.456 27
ApoE4 Genotype Status :
Noncarrier 276, 267 —_— | 0.76 a
Heterozygote 468, 450 0.60 30
Homozygote 132, 136 0.28 22
Sex
Female 464, 443 — 0.20 12
Male 411, 416 —_— | 0.73 43
Age |
<656 178, 166 —p— 0.08 6
66.74 Jo1, 368 —_— 0.37 23
276 316, 326 - e ! 0.72 40
i
1

! ) L} 1 1 ' 1
20 -16 12 08 04 0 04 08
Adjusted Mean Difference In CODR-SB versus Placebo (95% CI)



Lecanemab (Eisai)
Outcomes Through 24 Months (Overall and Baseline <60 CL)

CDR-SB Three year treatment

- Core Study OLE
9 ™ 27% "
\ — 04 less decline CDR"SB - Basellne < 60 CL
Ko ) at 18 months
= g3 °° 0
A G Core
o 52
fg 6
— i § 2 =
E 3 § ~—t—  Early start o 3 ......................................
QO -:?-m 24 |=+— Delayed start i )
> ?8
O 28 R R
0 3 6 9 12 15 18 24 g o
Visit (months) g
(N) Placebo: 875§ 849 828 81 e 767 757 650 ! -
(N) Lecanemab: 859 824 798 e 765 738 T4 646 2 g
]
Core Study OLE i
B
0 eevensenssasnssenesesesens S
i = Delayed start
-
Q - o8 283 R iy o aghaniey it s SN e x_S7k
o‘?g 0 3 6 9 12 15 18 24 30 3%
T gg 12 Visit (Month)
Vv H g 16 N (Delayed start): 191 186 178 175 164 160 151 138 124 118
L 3; 5 N(Earlystart): 185 173 176 164 157 150 146 132 121 115
c g‘ —+—  Early start .
% 3 3 24 |~ Delayed start ; 5;e/°|_ Early Patients, Slow Decline. In a subgroup of Phase 3 participants with low amyloid burden, those who
ess cline
) 28 at 18 months started on lecanemab (green) maintain separation at three years from those who switched to lecanemab
8 z : T T o = e 7 (black to green). [Courtesy of Eisai.]
Visit Iimonths)
N (Placebo): 191 186 178 175 164 160 16 1732

N (Lecanemab) 185 173 176 164 157 150 146 126



Can we increase benefit and reduce risk by
better patient selection?

YES

Excluding ApoE-e4 homozygote carriers:

- reduces symptomatic ARIA risk to 1.5%
- improves slowing of decline in Clinical Dementia Rating from 27% to 35%.

Exclusion of any microbleed or superficial siderosis may further reduce ARIA.

Treating persons with lower levels of AD pathology slows decline in CDR >50%.



Amyloid and Tau PET




Are we ready for amyloid monoclonal antibody therapy ?
* Inclusion/exclusion criteria limits eligibility to <10% of patients
typically presenting to a memory clinic.
e Safety monitoring registry required — Readly.
* Early and accurate diagnosis of AD — needs work in primary care.

e Access to Memory Disorders Specialists — Biggest problem. Current
wait times average 3 months but in regional areas may be over a year.

e Access to amyloid PET — most PET cameras are at full capacity with
oncology. Tracer production capacity also a concern. Cost uncertain.

e CSF — two analysis labs in Australia (Florey Melbourne, Concord
Hospital, Sydney).

e Safety MRI for ARIA — baseline then 3 more in first 6 months plus at
12 months.



Lots of critical questions remain:

» Does the slowing of decline persist?
« Will the safety profile change in “real world” practice?

« At $35,000 per year for the drug alone, what is the cost-benefit to
society?

« Optimal duration of dosing is unclear. Lilly stops drug when amyloid
PET becomes negative but Eisal continues indefinitely.

 What other factors influence risk vs benefit in an individual?
* Will faster clearance increase risk of ARIA?
 Are the benefits clinically meaningful to patients and carers?



Future Diagnostic Practice

Tailored Imaging
* FDG PET

* Beta-amyloid PET
 DAT/VMAT imaging

+ve e Tau PET ~
\ -

Clinical assessment
+ MRI/CT/bloods
+ plasma assay _Ye

Alzheimer’s Disease

Lumipulse pTau217 had 97% PPV
In MCI/mild AD



Austin

333 The Florey

*
Pos CRES%‘M/DE
HEALTH THE UNIVERSITY OF

MELBOURNE

Thank you for your attention

S

Australian Dementia Network
REGISTRY. CLINICS. TRIALS.

The Australian Imaging, Biomarkers and Lifes
Flagship Study of Ageing

tyle



	Slide 1
	Slide 2
	Slide 3: Correct diagnosis and prognosis of the dementias is hard!
	Slide 4
	Slide 5: Alzheimer’s Pathology
	Slide 6: Blood Diagnostics for Alzheimer’s Disease are Coming!
	Slide 7: Amyloid Antibody Therapies are Coming!
	Slide 8
	Slide 9: Medicare rebate for FDG PET for AD available since November 2021 - 17,500 performed in 2023
	Slide 10
	Slide 11: FDG PET Patterns: Limbic Predominant Age related TDP-43 Encephalopathy (LATE) versus Alzheimer’s disease
	Slide 12: 2004: Beta-amyloid PET Begins
	Slide 13: Amyloid scan : Negative
	Slide 14: Amyloid scan : Positive
	Slide 15: Ab PET: Dementia Specific Patterns
	Slide 16: Aβ Deposition Rate
	Slide 17: % Healthy population PiB+ve 
	Slide 18
	Slide 19: Alzheimer’s Pathology
	Slide 20
	Slide 21
	Slide 22
	Slide 23: Current Uses of Amyloid and Tau PET
	Slide 24: AD Biomarker Tests in Melbourne Available  for Clinical Use
	Slide 25
	Slide 26
	Slide 27: Throughput
	Slide 28
	Slide 29: Barriers to Blood Testing for AD in Australia
	Slide 30
	Slide 31: Amyloid Antibody Therapy Clears Amyloid Plaques!
	Slide 32
	Slide 33
	Slide 34
	Slide 35: Lecanemab Benefit
	Slide 36
	Slide 37
	Slide 38
	Slide 39: Can we increase benefit and reduce risk by better patient selection?
	Slide 40
	Slide 41
	Slide 42
	Slide 43: Can we increase benefit and reduce risk by better patient selection?
	Slide 44: Amyloid and Tau PET 
	Slide 45: Are we ready for amyloid monoclonal antibody therapy ?
	Slide 46
	Slide 47: Future Diagnostic Practice
	Slide 48

