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Teunissen CE et al., Lancet Neurol 2022 21: 66-77
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s Diagnosi biologica di malattia di Alzheimer
_
JAMA Internal Medicine | Special Communication
Guidance for Modifying the Definition of Diseases
A Checklist
Jerwry Doust. MBES, PhD; fer 0 Wandwsk, Ph; Amir Cassem, M, PRD; Beem A Mustafa, MO, FhD; Sndrez 8. Horeath, 840, PRI allen Srances, MO;
Lubna &l Anszry, MEES, Mec; Fatnck Bomsaygt, FhD; Robyn L. Ward, MBES, PRy ra Kopp, MO Lamgh Gollagly, MO, MPH; Holger Schunemann, 810, PRO;
Aaul Glasziou, MBEES, Phiy for the Guiddines imemationz Metsark (51 N) Freserting Oserdiognosts 'Wocking Group
Figure 2. How a New Disease Definition May Impact Disease Prevalence Table 1, Changes in Disease Definitions and Prevalence of a Condition
Previous Old Definition New Definition
‘ | Current definition . Proposed definition Condition Population Definition Prevalence, % New Definition Prevalence, %
Osteaporosis Cammunity sample  Femoral neck 21 WOF 2008 72
of Us women aged  BMD T-score of guideline
Increasad Decreased Mo change =G5 years” -2.5or less
Myocardial Patients presenting WHO criteria 18 ESC/ACC 2000 29
o infarction to hospital with a wsing ME fraction criteria Lsing
Same-dest, ¢ \\'. Not troponin level of creatine kinase tropanin
change in | I : measure 230 ng/L*
threshold N B applicable
e Polycystic ovary  Sample of women  MIH criteria 7 Rotterdam criteria 11
syndrome aged 12-44 years
A B in China”
- s )/__ Prediabetes survey of adults Impaired fasting 26 ADA 2010 criteria 50
; aged =18 years in lucose
fﬁingem :-’/ :’ . :' C%ina‘” e
= X LS k-, NHANES survey of  Impaired fasting 26 ADA 2010 criteria 31
Adults 218 yearsin - glucose
C O E the United Statest!
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Diagnosi biologica di malattia di Alzheimer
Quante persone?

Blood Pressure Categories

(.

American  American
Haari Stroke
Assoclation | Association.

SYSTOLIC mm Hg DIASTOLIC mm Hg

LESS THAN 120
ELEVATED 120 - 129 and LESS THAN 80
HIGH BLOOD PRESSURE
(HYPERTENSION) STAGE 1 130-139

HIGH BLOOD PRESSURE
(HYPERTENSION) STAGE 2 140 OR HIGHER ' 80 OR HIGHER
HWERTEHSIE.CHIEIS, HIGHER THAN 180 HIGHER THAN 120
{consult your doctor immediately)

“...Thirty million Americans became hypertensive overnight with the introduction
of a new high blood pressure guideline from the American College of Cardiology

(ACC) and American Heart Association (AHA)”

10-11 ottobre 2025
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s Diagnosi biologica di malattia di Alzheimer
Quante persone?

Venn diagram of the ATN distribution of amyloid
and tau pathology according to the A/T/N
classification scheme in a representative
population-based sample of 70-year-olds (n=259)
with a Clinical Dementia Rating score of 0.

Conclusion

The prevalence of pathologic AD markers was
very common (46%) in a representative
population sample of 70-year-olds.

Kern S et a., Neurology 2018,90:€1682-
21691
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Diagnosi biologica di malattia di Alzheimer
Quante persone?

0

40

5

Age

80

— Amyloidosis
— Meurocdegeneration

== Amyloldosis+Neurodegen.

==+ MCI due to AD
= Early AD
== Lale AD

Approximately 6.08 million Americans
had either clinical AD or mild cognitive
impairment due to AD in 2017 and that
will grow to 15.0 million by 2060. In 2017,
46.7 million Americans had preclinical AD
(amyloidosis, neurodegeneration, or
both), although many may not progress to
clinical disease during their lifetimes.

Brookmeyer R et a., Alzheimers Dement. 2018, 14:121-
129
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s Diagnosi biologica di malattia di Alzheimer
Che impatto sulla durata di malattia?

Definition 1: AD starts with neuropathological changes

1‘= te t

N — :

Eg |5 E 122

iz 1S3 13
i ) .
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R £t o o®

| v la.ﬂfﬂ |
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— Definition 2: AD starts with clinical symptoms

>
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Disease duration

Solomon A et al., J Intern Med 2014,275(3).229-

50
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Diagnosi biologica di malattia di Alzheimer
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Valletta M et al., Submitted
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s Terapie biologiche per la malattia di Alzheimer

Donanemab
Binds to , . Amyloid-B

— Neuron pleques S bay clumps into
e B \ i
fl\ J.-|

APP '—ﬂ_‘
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35 Birdds to
. enzyme
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- A
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|
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of aggregation elongation of aggregation

Abbott A. Nature. 2022,603(7900).216-219
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s  1erapie biologiche per la malattia di Alzheimer
Come valutare l'efficacia?

Minimal clinically important difference (MCID)

Worsening CDR-SB Score
0.0 Lecanemab (CLARITY-AD):
5 ' Mean = The mean decline in placebo at 18
® 044 decline months on CDR-SB: +1.66 points,
£ 1.66 exceeding the MCID for MCI (+1)
G2 039 Lecanemab but not for mild AD (+2)
52 1, * = The difference with treatment was
S = Difference with -0.45 points (27.1%) — not
E L Dl | l gefstme”t exceeding the MCID
_-%. P<0.001 at 18 mo '
T < 2.0 I T T I I 1
0 3 6 9 12 15 18
Visit (mo)

van Dyck CH et al., N Engl J Med. 2023,388(1):9-
21
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Come valutare l'efficacia?

Minimal clinically important difference (MCID)

VARRS o oy et Donanemeb (TRAILBLAZER-ALZ2):

oTe = The mean decline in placebo at 18
5 T Mean months on iADRS: -13.11 points,
i = decline exceeding the MCID for MCI (-5)
e -3 13.11 and mild AD (-9)
HEE = The difference with treatment was
i E = -2.92 points (22.3%) — not
* E .10 _ _ exceeding the MCID
i l 52‘:;?;‘:? with = In the low/medium tau population,
) R Yy the difference with treatment was -
¥ s | 3.25 points (35.1%) — not

0 12 24 36 52 f4 76 exceeding the MCID
Time after baseline, wk

Sims JR et al., JAMA. 2023;330(6).512-527
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Terapie biologiche per la malattia di Alzheimer

Come valutare l'efficacia?

Minimal clinically important difference (MCID)

MCI

Mild AD

Mod-

Severe
AD

ADAS-
Cog

+2to+3

+3

CDR-SB

+1

+2

+2

IADRS MMSE
-3 -1to-2
-9 -2

-- -1.4to0-3

The minimal clinically important difference (MCID) has been defined as the smallest
unit of change in an outcome measure that would be perceived as a difference that is
clinically meaningful for patients, caregivers, or health practitioners, and would
constitute the grounds for change in a patient’s care.

Muir RT et al., Alzheimers Dement. 2024,20(5):3352-3363
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Come valutare l'efficacia?

EQ-5D-5L (Subject) QOL-AD {Subject)
= s] 4% 0
- = 445 =z "1
R=% 5 .. e B3 3
Ce@a ; o3 05
1§28 2 : “FIRL
2228 25 o
'UéLUlE -3 Eﬂ-ii Al
HEEE i
_:E 3 4 c“F'l."' B _—flacebo
. o T 45 = Placebio ¥ -y 5 == Lecansmag
End p0|nt = ~ g |i—Lecanemab | Visie Manth) @ : 12 1
s - i {M) Placalsa: 243 234 755 783
. © Vigit {Month] 0 & 12 18 {Mj Lecanemah: 522 [0 i3] 8
SeCO n d a rl N) Placebo; 842 235 T&3 7o
{N) Lecanemab: 833 BN T62 715
P " Pl T P, T P * el 0 7" Pl 01 7 Pl 0 - ™ B, 001
QOL-AD (Subject by Proxy) Zarit Burden Interview
Study Partnar Burden (total score)
]
13 & 3% o
EE B &5 Less Declina e _E ; L -
U";E-E; =1 g oW E = Less Decline
BS im g = iE E 2 frd
;EEEEIIIﬁ . E;E& 3 whw
HEl 32> |
BRE = =S
135 % 25 2% @& 5
E‘H— = | =—Placeba - g E 5
| 3 | ==Leconemah E‘ £ ] B | —Placebo
¥ Visit {Month) 0 B 12 1 i E 7 | —Lecanamab
(M) Placetio; 647 §30 T2 754 Visit (Month) @ B 12 18
M) Lecanemakb: 330 BOS 758 T13 (M} Placeba: 547 B2T 7a5 755
{N} Lecanemab: 831 04 T38 12
* Pl (5 ™ P=0.04; =™ P<0.001; " P=0.0001
* P05 = POH; = F<lL004; ™ B<0.0001

Cohen S et al., J Prev Alz Dis 2023,4(10):771-777
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s Terapie biologiche per la malattia di Alzheimer
Come valutare I'efficacia?

Low-medium Tau Population Combined Tau Population
mers donanamab > Favors donanemab -
End pOint IADRS b - 4 IADR® ——y
secondari corsa : . : coRsB | et
ADCSHADL I - i ADCSADL B -
ADAS-Cogyy B » 1 ADAS-Cogqs ]
MMSE b - J MMSE e ]
1 E 1 1 L) 1 1 1 1 1 ; 1 1 1 1 1 1 1
-0 ©0 10 20 2 40 50 60 7O <10 0 10 20 3 40 50 60 TO
Parcent slowing of disease progrossion relative to placebo {35% CI) Farcent slowing of disease progreasion relative to placebo {35% G

Atrietal., CTAD 2023
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s Terapie biologiche per la malattia di Alzheimer
Come valutare I'efficacia?

Time saved vs. MCID

@

E

g
= 3
= A
= L
=) £
S (W

=
E E
@ - =
E _______________ ' Decline under] E Treatment effect on
E Period of observation | treatment £ SERINGHRR D
s during the RCT 2

. . c
Decline without 2 i sk R
treatment ¥ treatment [Y-X)
"' .
- . :
Time Time from Baseline X Y

Modified from Cummings J. Alzheimers Dement (N Y). 2023,9(3).€ 124117 Tarawneh R et al., Alzheimers Res Ther. 2024,16(1).37




15" CONVEGND 10-1 ottobre 2025

s  1erapie biologiche per la malattia di Alzheimer
Come valutare I'efficacia? a0,
" Hazard ratlo, .53 {85% C, 0.51-0.77); F <001
Time saved vs. MCID % 4ol

=F
2 x

Any progression on the CDR-G score means 55 i pre— J Donanemab

advancement to a more severe stage of AD. g2 - | Bonanemab

#F [=]
;%u 104 37.4% lower risk of
5 progression over 76 weeks
Asymptomatic O & 1 o 2i0 a0 30 4 40 5K

o CDR-G=0 ME) Time after Arst Infusion, d

e CDR-G=0.5

= Mild

__g CDR-G=1

= Moderate

E CLINICAL CDR-G=2 E-,, B i R

S DEMENTIA  \ oo%e, s

LLic- R T
‘E' 0.1 32.4% lower risk of
% progression over 78 weeks
E Hazard ratio with tecanemat: = 069
Sims JR et al., JAMA. 2023,330(6):512-527 & T : e

Visit {months}

van Dyck CH et al., N Engl J Med. 2023,388(1).9-
=27
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Come valutare l'efficacia?

Time saved vs. MCID

IADRS CDR-SB
w 0.0
o c
= 0 = |
a 4
2 o 0.5
: §
£ £
=5 & 1.0 .-H‘H...;‘..
gﬁ ....................... \éﬁ : n; B, .
e m -
£ LT . + . ' i
2 e @ 1.5- o BT +
g 10- —o- Donanemab : P4 TS] i ~e— Donanemab ; ' : .
5 ~#- Placebo : s 1 ] 504 ® Placebo ' :
1 | I —1 | T F T T | | | T
0 12 24 36 476 532 615 76 0 12 24 36 453 534 673 76
< 5.3 months —» Week < 5.2months >
Week
30% slowing 29% slowing

Dickson SP et al., J Prev Alzheimers Dis. 2023;10(3):5695-599
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Terapie biologiche per la malattia di Alzheimer
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Come valutare I'efficacia?
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Hartz SM et al., Alzheimers Dement (N Y). 2025,11(1).e70033
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Come valutare l'efficacia?

Time saved vs. MCID

HA) Lecanemab vs. Placebo
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Hartz SM et al., Alzheimers Dement (N Y). 2025,11(1).e70033




15°CONVEGND
NAZIONALE
SUI CENTRI
DIURNI
ALZHEIMER

Terapie biologiche per la malattia di Alzheimer
Come valutare l'efficacia?
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Come valutare I'efficacia?

Cognitive function Caregiver burden
bﬁc’we o
. oA o
Patient Reported 2 S
o QBOQ\
Outcome Measures A oe‘@ﬁ
& o =
(PROMS) N oS
-{&0@@ d,.;a"*‘po
&5 n“ﬁ =
A= 1-;:&}5 g\;‘ﬂi{\
hﬁ'ﬁﬁ\ '?Fb@ ded
o
\?'@ <&
Tp
&°
2
Death |
Time
Cognitively narmal Ml Dementia

van der Flier WM et al., Nature Aging 2023, 3(5), 494-505
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s Terapie biologiche per la malattia di Alzheimer

Che impatto sul patient’s journey?

Month 4: Month &5: Month &:
140 mg 1400 mg 1400 mg

MRI priaor
1o Fik
Imfusion

KRl in
selecied
pafients

Menth T and
There After:
1400 mg

Month 12:
1400 my

MR if any
symploms
af ARIA

Cocur

MBI within
1 year prior
ta inifiation

Tt ] :T2' ';_I_TS ':.1T4 [:1 TS
V0000

Rabinovici et al., J Prev Alzheimers Dis. 2025, 12(5): 100150

Cummings J et al., J Prev Alzheimers Dis. 2023, 10(3):362-377
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Quali rischi?

ARIA-E ARIA-H

mild

modearate

5BVara

Paczynski M et al., JAMA Neurol. 2025 Jul 1,82(7).655-665

Odds mtin

YVarlable {95% C1}

APOFE e4 genotypa Refarance
Honcarmrier Refarance
Heternzygous 2.03 (1.55-2.67)

Homazygous 457 (3.27-6.35)

Microhemorthages
0 Reference
1 1.44(1.01-2.06)
23, or4 2.53 [1.5?-4.!‘.‘!2]

Superficial siderosis
No Refarance
Yes 218 (1.18-4.04)

Mean arterial pressure?
=23 mm Hg. Referance
93-<97 mm Hg 1.39({1.01-1.91)
97-<107 mm Hg 1.39(1.07-1.81)
2107 mm Hg 1.73(1.21-2.48)

Amyloid PET burden® '

«F4CL Reference
M-<108CL 1.01 (0.76-1.33)
»108 CL 1.31 (1.00-1.71)

Antihypertensive use

Ho Refarance
Yas (.58 (0.47-0.73)

Zimmer JA et al., JAMA Neurol. 2025 May 1,82(5).467-469
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ALER BIMEA partispants B0-85 years ald
with visit onoar after 1710000

ﬂg} Etluded 3371 people

T e T The Gothenburg H70 birth cohort study
Alzbeimers diseass dllrlul:al syndrame born 1944 {ﬂgEd 70 }"EEII’E]

{N=1,203)

D::}l Ecluded 35 peonl Individuals with missing data (n =913}

* Clinical data (38)
« MRI (420)

ﬂm| Excludles 13 people ™ | « C5F (885)

Individuals with complete data set

l FEE wilh MMSC 20-28 |

I 8 without cortmirdisstions b MREFET | (n=290)
ﬂ Lacluced 424 peoole
without FiE PEI

275 wth drnylaie PET 1227 et feertilod 2 371} | ey T L
| Farticipants meeting indication

ﬂ:@ AB42-positive with CDR 0.5-1.0

{n=30)

| 1350 weith amyleid and fau PLT ot same wiss

By | Fecuded 74 peape

[ 5B with A+ scan (zermlod=37 ) ard tag FET gt the same st |

s L L
i in e Participants requiring no Participants which may
special considerations require special consideration
{n=18) {n=12)
i 14 people sduded dus
l m T sdTicaal Zriteria

l 13 pecple eligivle har the tria I

Jones KE et al., J Prev Alzheimers Dis. 2025, 12(4). 100088 Dittrich A et al., Neurology. 2024, 102(9).e209402




15" CONVEGND
NAZIONALE
o Terapie biologiche per la malattia di Alzheimer
Quante persone?
m.i:,... | Py iy
h“m ] " oy mmfi-:,.«
...... T — = T

Canevelli M. et al., J Am Geriatr
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Padovani A. et al., J Am Geriatr
Soc. 2022:70(2):626-628
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Indications

Adults with mild cognitive
impairment or mild AD
dementia

Confirmed amyloid pathology
(AP positive)

Patients who are non-carriers
or heterozygotes for ApokE €4

Exclusion criteria - Medical
History

Patients with two copies of
ApoE €4

Non-AD neurologic or
psychiatric conditions

Concomitant use of
anticoagulants

Bleeding disorder that is not
under adequate control

Stroke or TIA within the past
12 months or any history of
seizures

Major immunologic disease

Cummings J et al., J Prev Alzheimers Dis. 2023,10(3):362-377
Rabinovici et al., J Prev Alzheimers Dis. 2025, 12(5): 100150

Exclusion criteria - Medical History

Patients unable to undergo MRI due to
claustrophobia, pacemaker, defibrillator,
or metal implants

Baseline MRI findings:

* More than 4 microhemorrhages (<=10 mm
at the greatest diameter) - 20% ARIA risk
A single macrohemorrhage >10 mm at the
greatest diameter

» An area of superficial siderosis - 18% ARIA
risk

» Evidence of vasogenic edema

* More than 2 lacunar infarcts or stroke
involving a major vascular territory

» Severe subcortical hyperintensities
consistent with a Fazekas score of 3

» Evidence of amyloid beta-related angiitis

* CAA-ri

» Other major intracranial pathology that may
cause cognitive impairment
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Fig. 1. Distribution of Italian CCDDs encountering requirements for
effective disease-modifying therapies prescription. The figure
displays the distribution of the 47 CCDDs that meet the specified
requirements for effective prescription of disease-modifying
therapies. These requirements include a multidisciplinary team, a
minimum core test for neuropsychological assessment, amyloid PET,
CSF, and Brain MRI assessment. Legend: — Red: Indicates regions
with no CCDDs meeting the elective requirements. — Pink:
Represents regions with 1 CCDD meeting the elective requirements
(first and second quartile of the distribution, excluding regions
without elective CCDDs). — Yellow: Denotes regions with 2 CCDDs
meeting the elective requirements (third quartile of the distribution,
excluding regions without elective CCDDs). — Green: Signifies
regions with more than 2 CCDDs meeting the elective requirements
(fourth quartile of the distribution, excluding regions without
elective CCDDs).

Giaquinto F et al., J Alzheimers Dis. 2024, 101(2):509-524
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