Epstein Family Impact of Cerebral Microhemorrhage Accumulation AAIC 2026
o heimers hempentic gy Gognition and Function in Preclinical Alzheimer’s Disease | pyster Number

Research Institute
Dobri Baldaranov', Shunran Wang', Rema Raman’, Karin Ernstrom’, Clifford R. Jack Jr.2,
Tuesday-0633

ATRl.usc.edu Reisa A. Sperling?®, Paul S. Aisen’, Michael S. Rafii’
' ' 'USC Alzheimer’'s Therapeutic Research Institute (ATRI), San Diego, CA, USA; “Mayo Clinic, Rochester, MN, USA; “Harvard Medical School, Boston, MA, USA

BACKGROUND RESULTS - COGNITIVE FUNCTION INDEX TOTAL (CFl TOTAL)
* Cerebral microhemorrhages (CMHSs) are iCi 1 a o Betsiant OMH ) Reduced Model MCH Change 0O BR 1 o
recognized imaging biomarkers of cerebral :
aft ustment f represent marker 8
small vessel disease and cerebral amyloid e B .or i mw
angiopathy and are a key manifestation of 0 e SpaaRon, ' : : ¢ 7
* However, their clinical significance in DERSENS ST DARCn. SIS CEaunpe: § R 6
cognitively unimpaired individuals remains R
uncertain. % g 5 ]
RESULTS - PARTICIPANT CHARACTERISTICS E v 2
OBJECTIVE N = 754 8 é i
* To determine whether accumulation of CMHs -
is associated with longitudinal cognitive and 7ADS; mean (S0), years i i ;
functional decline in amyloid-positive older Female, n (%) 44z (58.5) ;
adults enrolled in the A4 Studly. APOE ¢4 carrier, n (%) 466 (61.8) 0 50 100 150 200 250
_ APOE &4 homozygote, n (%) 66 (8.8) Week (continuous time)
i i Centiloid, mean (SU) 900 110) Contrast between MCH Groups at Week 240
PARTICIPANTS Years of education, mean (SD) 16.2 (2.6)
. 754 A4 MR a2 contrast estimate SE p.value lower.CL upper.CL
* Cognitively unimpaired RESULTS - CLINICAL DEMENTIA RATING SUM OF BOXES (CDR-SB) 1-0 0.3410 0.4497 0.729 -0.7129 1.3949

* Elevated amyloid PET at baseline
* Mean age: 71.5 £ 4.5 years

STUDY Beduced Model MCH Change B8 0 ! 1 9 2-0 1.3702 0.5366 0.029* 0.1128 2.6276

S 15 2-1 10202 06568 0260  -0.5102  2.5686
OUTCOMES " 5 0 Participants with 22 incident CMHs showed significantly greater
3 Ei] @ ,3 ” b 2 1.0 worsening in CFl Total vs. those with no new CMHs (estimate = 1.37,
: V= & 95% C1 0.11-2.63, p = 0.029).
PACC CDR-SB CFl ADL g
w
STATISTICAL ANALYSIS o § 0.5 INTERPRETATION CLINICAL IMPLICATIONS
O
Natural cubic Splm mixed models ad]USted for: = = « Accumulation of incident CMHs was associated * Incident CMH accumulation may provide a
» Age * Sex ¢ Education * APOE ¢4 status 0.0 - W‘”‘m::m"?m practical imaging biomarker for longitudinal
+ Baseline amyloid burden c ' status participant/informant- monitoring in individuals with preciinical AD.
0 50 100 150 200 250 o S oo N
STUDY DESIGN OVERVIEW Week (continuous time) o DielosrRak 2 i MG i st a

* These associatons remained significant after

@ O Contrast between MCH Groups at Week 240 adjustment for ; APOE £4 clinically meaningful threshold for & .
,1‘ - - - HTOgFRPTES NCR, .
= ' 4
Incident  Longitudinal

status baseline amyloid burdon, suggesting individuals at increasod risk of subsoquont
contrast estimate SE p.value lower.CL upper.CL nd er ‘.' o
an offect ndependent of establshed AD nak clinical dochne.

AdCohort  Serial MRI 1-0 0.3410 0.4497 0.729 0.7129 1.3949 factom.

CMHs Cognitive/Functional * These findings support incorporating CMH

: 2-0 1.3702 0.5366 0.029 0.1128 2.6276 " mmawm,::‘:myg CS b i ke

DEFINITION OF INCIDENT CMHs 2-1 1.0292 0.6568 0.260 -0.5102 2.5686 co0ssts thei e cuinelitive Sundan i Cille. stratification during anti-amyloid treatment,
New CMHs identified on follow-up MRI that were not rather than isolated ovents, is associatod with . o s
present on baseline MRI. Groups based on total number Participants with 22 incident CMHs showed significantly greater clinically meaningful deciine. e . .
of new CMHSs: o . i provention of CMH accumulation transiates into
0 = No new CMHs worsening in CDR-SB vs. those with no new CMHSs (estimate = 0.44, + These findings support CMHs as a potential onrowd e A condive sabmes:

marker of progressive cerebrovascular ing
B 1 = One now CMH 95% C1 0.09~ 0.80, p = 0.009). ol e
2 = Two or more new CMHs proclinical AD.

REFERENCES ACKNOWLEDGMENTS & FUNDING
1. Sperling RA, Donohue MC, Raman R, et al. Trial of Solanezumab in Preclinical Alzheimer's Disease. N Engl J Med. We thank the A4 Study participants and their families, and the entire A4 Study team.

2023;389(12):1096~-1107. doi: 10.1066/NEJM0oa23056032.
2. Baldaranov D, Wang S, Raman R, Emstrom K, Kantarci K, Jack CR Jr., Sperling RA, Aisen PS, Rafii MS. Cerebral
Microhemorrhage and Cognition in Preclinical Alzheimer's Disease. Under review.

This study was supported by the National Institute on Aging (U01 AG024904, U19 AGOE3077), the Alzheimer's Association,
and Eisai Inc. Study medication (solanezumab) and matching placebo were provided by El Lilly and Company.



	Slide 1

