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_ m Alzheimer's disease (AD) pathology m Participants were asked to imaginle. they he.ld ev?dence of amyloid plaque Choosing Treatment
o - ey e begins years before the onset of burden in the brain but were cognitively unimpaired and were _ . -
QU a ntlfl Catl O n Of ! cognitive symptoms. considering treatment options that aim to delay progression to AD with = Af{osi the f[:h0|ce tasks, 38.2% of participants never opted out
e of treatment.
= = = Scan the QR code for a list of m Amyloid-targeting therapies (AT Ts) are MCI. . L .
Be n eflt'Rls k IN APt A ahdhsdie being evaluated for use in cognitively m Participants completed 9 DCE choice tasks, choosing among three = Participants were significantly more likely to choose a treatment
_ _ e unimpaired AD to delay progression to options described by average time to or probability of progression to AD option (A or B) rather than opting out (p<0.001).
Amyloid-Targeting == A o | pomasc o sopmorate AP an AR rosoton me,wity | Relative attribute importance
. = ATTs may offer clinical benefits, their levels systematically varied within clinically plausible ranges = Once opting in, treatment choices were influenced by ATT
T h e ra p I es fo r including delayed disease progression, (Figure 1) attributes to varying extents.
but are also associated with risks, such ' | | | _
C mg= I U = = d as ARIA (an abnormal brain scan)?, = To minimize conceptual overlap among the three benefit attributes, an = Treatment benefits related to delaying progression to AD with
Og n Itlve y nim pal re requiring individuals to make trade-offs implicit partial-profile DCE design was used, whereby only one benefit MCl were the most influential drivers of treatment preference,
_ . _ when considering initiation of ATT. attribute was displayed alongside two risk attributes in each choice task, with similar importance across the three benefit attributes
i i ' Figure 2).
AIZ h e I m e r S D ISease m Understanding whether individuals with benefit attrl.butes rotated across task_s. (Fig )
would initiate treatment and how they Figure 1. Example Choice Task m Risk-related attributes were less influential in treatment
weigh potential benefits relative to decision-making, including chance of having an abnormal brain
1 g 9 treatment risks can inform clinical ST - iz’gnt‘i't‘t’rggg tﬁgr:‘i't"t’r?gg - E ot ot scan (16.60/?) and time until abnormal brain scan improvement
Oralee J Varnado’, Matthew Quaife?, discussions and policy decisions. o T T OF N0 New signs (3.5%).
Jaein Seo3, Antje Tockhorn-Heidenreich® R G ST, Lo fikmi, Qo B . | |
. i - ’ Study Aim moningy o2 roningy 1 200U aboul s morihe Figure 2. Relative Importance of ATT Attributes
Nalin Payakachat?!, Yasmijn Slaghekke?, : :
A ¥ _ y) = This study aimed to elicit preferences for a new abnormal brain 'f : Probability of progression __ o
Alvaro Alberto Gl:tlerrez vargas®, 45 ATTs and assess whether the perceived Pecpeeedrequariirl 7220 LIPS R bR o to AD with MCl at 2 years 28.3%
J. Scott Andrews y Niklas MattSSOH-Caﬂgl’en ’ benefits of AT Ts outweigh their risks (0 deteotihis 320 of ihese wiliexperience 420 of hese willerperience %“%S:nv{fgﬁ) Probability of progression N 2519%
US|ng a preference-based beneflt_rlsk i it takes for confusion, nausea, and d|22|r.1ess confu5|on,naUSj:ao:ctihc:zs:iTss tO AD W|th MCI at 3 yearS
e : : assessment based on a discrete choice e W mprovementorno Average time to . 26.5Y
1EI| Lllly and Company, Indlanap0||s, IN, USA experiment (DCE) gg(t)i;laltg‘?\%edadditionalm (Q’% \(f‘ilsﬁt(ilgi:g)e':jaeldl\)nm (C- \(fizsﬁgdit;o:e)ll MRI progression to AD with MCI . (1]
2 " " _ [ | The DCE WaS admlnlstered Onllne *A survey design refinement informed by the quantitative pilot occurred and included removal of a treatment arm in the final DCE design. RlSk Of ARIA - 16.6%
FP_Pﬁ E\gdferat!:?tule_nt gentelrj'le(d Research, Thermo among adults aged =50 years in the Statistical Analysis
Isher scientitic, London i i i ion ti B
’ ’ tJUnE)e dGSetrar;easr}n(/UaSrz,cIszgZi }veirt]r?gL?tm m DCE choice data were analyzed using a mixed logit model to estimate ARIA resolution fime 3'50./" . . .
3PPD Evidera Patient-Centered Research, Thermo cognitive impairment (e.g., AD with MCI ;?'2%;?3;‘5#2% '{:F;?(rctﬁgﬁg é'?é'éggifg‘;;::‘um acceptable risk (MAR) k0% % 0% 40
Fisher Scientific, Waltham, MA, USA or AD with dementia). |
m Aclinically plausible, hypothetical ATT profile was used to estimate net N | S | | )
. . . . . Abbreviation: AD with MCI, Alzheimer’s disease with mild cognitive impairment; ARIA, Amyloid Related Imaging Abnormalities;
4Clinical Memory Research Unit, Department of benefit-risk against no treatment, incorporating RAI from DCE. Cl. confidence interval; RAI, Relative attribute importance.
Clinical Sciences Malmo, Medical Faculty, Lund
University, Lund, Sweden RESULTS
5Memory Clinic, Skane University Hospital, Malmé, Participant characteristics (N=2239) Maximum Acceptable Risk of ARIA Preference-based Benefit-Risk Assessment
Sweden Mean(SD)age648(87)years m For a treatment that reduces the probability of progressionto  m The ATT profile was preferred over no treatment (Figure 4).
AI':l)l'WItT MCI byt10§/§ a9t0/2 an(cji §3y§?/r§, participants wetre | = The ATT profile was perceived to have benefits that outweigh its
-y - = Count f Gender | willing to accept a 23.9% an .2% increase, respectively, : : S : L i
Sponsored by Eli Lilly and Company ry ii - N the risk of ARIA. risks, with a S|_gn|f|cantly hlghe.r qet benef|t=r|sk .score than the no
i : treatment profile (37.3 vs 29.6; difference = 7.8; p<0.001).
303%& . 21.6% m = For a treatment that delays progression to AD W';[h MCl by 6 m The largest contributors to the net benefit-risk score were
OBJECTIVES - i months, participants were willing to accept a 9.5% increase reductions in probability of progression to AD with MCI at 2 years,
| L | | 49.0% 51.0% | in the risk of ARIA. while risk-related attributes negatively contributed to overall
= Quantify the effecjt of variations in amyloid-targeting . | ' Female Male m To reduce the ARIA resolution time from 6 months (+3 MRI benefit-risk.
the_rapy. (ATT) attributes on preferences among cognitively scans) to 1 months (+1 MRI scan), participants were willing Eiqure 4. Net Benefit-Risk
unimpaired adults aged 230 years. Employment to accept 2.4% increase in the risk of ARIA. g '

Measure acceptable trade-offs between ATT attributes that
adults aged =250 years consider meaningful, relative to
treatment risks.

m A shorter ARIA resolution time with associated monitoring
was not a meaningful driver in treatment decision making.

Difference in net benefit-risk = 7.8 (p<0.001)

Figure 3. Maximum Acceptable Risk of ARIA

m Probability of progression
Probability of progression .
to AD with MCl at 2 years to AD with MCI at 2 years
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CONCLUSIONS

= The majority of cognitively unimpaired adults aged =50 years i = Elementary school | mHomemaker/unemployed/other ) | 20 u Risk of ARIA
m High school .. mNot able to work due to disability Probability of progression o
preferred ATT over no treatment. | Vocational school | = Part-time work ; fo AD it MCI at 3 years - 23.2%
| m University ' mFull-time work | % decrease : .
Disease-modifying benefit — delaying progression to = Post graduate | = Retired | | | ARIA resolution time
. : . . .. . Lo, _ , , H : Average time to progression
Alzheimer’s disease with mild cognitive Impairment (AD T o e o D O to AD with MC| — 9.5%
) i (6 month increase)
with MC') — was the key driver of treatment preferences, Tested for AD or memory problems
outweighing both Amyloid Related Imaging Abnormalities ‘ N . ; o ARIAresalutiontime | 0.1% 0 2.5 2.7
(ARIA) risk and ARIA resolution time Yes, within the past year [ 4.4% | ATT orofil No treatment
. ' proriie O treatmen
o Yes, more than a year ago I4.6° .
Ove ra”, ATTS demonstrated a faVOl'ab|e net beneflt_rlsk . y g /0 . 6 glzlrﬁhrsefglxltrlgg;;rr?s N 2_4% Abbreviations: ATT, amyloid-targeting therapy; AD with MCI, Alzheimer’s disease with mild cognitive impairment. A two-sided
. . . . - | 0 ! z-test with a significance level of 5% was used to assess the difference in net benefit risk. To avoid double-counting of
balance, W|th percelved beneflts OutWEIghIng treatment' No, but | have been offered a test I 19 /o . . . . . correlated efficacy benefits in the benefit-risk assessment, only the benefit attribute with the highest RAI, probability of
. -10% 0% 10% 20% 30% 40% progression to AD with MCI at 2 years, was included in the net benefit-risk estimation. Clinical performance values were
related I'ISkS. No, and a test was never offered 87.8% MAR (95% Cl) assumed to be 8.0% (ATT profile) and 2.0% (no treatment) for the chance of having an abnormal brain scan (risk of ARIA),
_ _ _ _ _ : ° (1 ,AO\TQr% (A;'I;T)wo;il;)rnd 281.0"(& (no treatme)n:) f(?[L thehprobat;iltitykof ?rogressti)on to AI\Db with MCI at 2hyears, and 2.4 months
. ' 0 ; profile) and 2.1 months (no treatment) for the chance it takes for an abnormal brain scan to show improvement or no
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