Supplementary Information
Supplementary Table 1. Characteristics of patients treated with lecanemab in the JOY-ALZ  
	
	No. (%)

	
	Total (n=663)

	Age (SD), y
	71.3 (8.2)

	Female
	456 (68.8)

	Education (SD), y
	11.8 (4.5)

	Mini-Mental State Examination score (SD)
	22.5 (4.4)

	CDR 0: CDR 0.5: CDR 1: CDR 2: CDR 3
	3 (0.5): 485 (73.2): 155 (23.4): 19 (2.9): 1 (0.1)

	CDR-SB score (SD) 
	3.31 (2.36)

	SCD: MCI: mild ADD: moderate ADD: severe ADD
	15 (2.3): 335 (50.5) : 292 (44): 20 (3): 1 (0.2)

	APOE 4 noncarrier: Heterozygote: Homozygote*
	254 (38.4): 325 (49.1): 83 (12.5)

	Mean arterial pressure (SD), mmHg
	88.7 (9.7)

	Hypertension
	268 (40.4)

	Diabetes Mellitus
	106 (16.0)

	Dyslipidemia 
	323 (48.7)

	Current use of antiplatelet 
	123 (18.6)

	Current use of anticoagulant
	21 (3.2)

	Current use of acetylcholinesterase inhibitor
	572 (86.3)

	Current use of memantine 
	85 (12.8)

	Baseline No. of microhemorrhage, 0: 1: 2: 3: 4: ≥5
	449 (67.7): 118 (17.8): 44 (6.6): 26 (3.9): 11 (1.7): 15 (2.3)

	Baseline macrohemorrhage
	4 (0.6)

	Baseline superficial siderosis 
	6 (0.9)

	Baseline lacunar infarcts > 2 
	5 (0.8)

	Baseline territorial infarction
	8 (1.2)

	Baseline Fazekas score, 0: 1: 2: 3
	133 (20.1): 354 (53.4): 145 (21.9): 31 (4.7)

	Testing for AD, Amyloid PET: CSF ptau181/Aβ42
	660 (99.5): 3 (0.5)

	Centiloid (SD)
	75.0 (30.1) (n=598)

	Lecanemab dose titration 
	309 (46.6)

	All at risk for ARIA with at least one MRI evaluation
	657 (99.1)


Values are mean (SD) or number (percent). A, amyloid-β; AD; Alzheimer’s disease; ADD, AD dementia; APOE, apolipoprotein E; ARIA, Amyloid-Related Imaging Abnormalities; CDR, Clinical dementia rating scale; CDR-SB, CDR-Sum of Boxes; CSF, cerebrospinal fluid; JOY-ALZ, Korean Joint Registry of Alzheimer’s Treatment and Diagnostics; MCI, mild cognitive impairment; MRI, magnetic resonance imaging; No. number; PET. positron emission tomography; ptau181, phosphorylated tau at threonine 181; SCD, subjective cognitive decline; SD, standard deviation. *One patient declined APOE genotyping. 

[bookmark: _Hlk241230177]Supplementary Table 2. Intervals from the first infusion and from the nearest preceding infusion to monitoring MRI
	Monitoring MRI
	N
	Time from the first infusion, days
	Time from the nearest preceding infusion, days

	First
	657
	45.0  12.0 (2–78) 
	7.3  4.7 (0–28)

	Second
	638
	74.7  14.6 (11–191) 
	8.2  6.3 (0–43)

	Third
	555
	155.5  39.6 (54–259) 
	8.5  9.0 (0–84)

	Fourth
	178
	234.7  89.1 (88–426) 
	9.9  8.7 (0–69)

	Fifth
	56
	262.1  82.7 (142–504) 
	8.3  4.6 (0–24)

	Sixth
	13
	287.5  95.9 (170–446) 
	9.9  5.7 (0–19)

	Seventh
	5
	320.4  93.1 (217–392) 
	11.2  4.3 (6–17)

	Eighth
	2
	335.0  117.4 (252–418) 
	4.0  5.7 (0–8)

	Ninth
	1
	301
	14 


Data are presented as mean ± SD (range). Monitoring MRIs included scheduled surveillance MRIs and unscheduled MRIs performed for suspected ARIA-related symptoms. MRIs performed after ARIA detection solely to monitor its evolution or resolution were not counted as monitoring MRIs. The nearest preceding infusion was defined as the most recent lecanemab infusion before each MRI.
















Supplementary Table 3. Baseline MRI findings according to APOE ε4 genotype
	
	Noncarrier
(n=251)
	Heterozygote
(n=322)
	Homocygote
(n=83)
	
P*

	Microhemorrhages, n (%)
	
	
	
	0.78

	0
	182 (72.5)
	209 (64.9)
	57 (68.7)
	

	1
	39 (15.5)
	62 (19.3)
	14 (16.9)
	

	2
	13 (5.2)
	23 (7.1)
	6 (7.2)
	

	3
	8 (3.2)
	14 (4.3)
	4 (4.8)
	

	4
	5 (2.0)
	4 (1.2)
	1 (1.2)
	

	5
	4 (1.6)
	10 (3.1)
	1 (1.2)
	

	Macrohemorrhage, n (%)
	1 (0.4)
	3 (0.9)
	0 (0)
	0.79

	Superficial siderosis, n (%) 
	1 (0.4)
	2 (0.6)
	3 (3.6)
	0.04

	Lacunar infarcts >2, n (%)
	3 (1.2)
	2 (0.6)
	0 (0)
	0.83

	Territorial infarction, n (%) 
	3 (1.2)
	4 (1.2)
	1 (1.2)
	1.00

	Fazekas score, n (%)     
	
	
	
	0.96

	0
	48 (19.1)
	65 (20.2)
	19 (22.9)
	

	1
	138 (55.0)
	173 (53.7)
	41 (49.4)
	

	2
	52 (20.7)
	70 (21.7)
	20 (24.1)
	

	3
	13 (5.2)
	14 (4.3)
	3 (3.6)
	


*Fisher’s exact test 










Supplementary Table 4. Patients with symptomatic Amyloid-Related Imaging Abnormalities (ARIA)
	Sex/
age, y
	CDR
	APOE
	Meds
	Baseline
Fazekas
	Baseline
MCH/SS
	Inf No.
	ARIA-E
	ARIA-H
	Symptoms
	Clinical severity
	Outcomes

	F/83
	1
	3/3
	No AC/AP
	2
	0 MCH 
0 SS
	2
	Severe
	None
	Status epilepticus
	Severe
	High-dose IV glucocorticoid treatment and antiepileptic drugs; resolved ARIA-E on follow-up MRI;
intermittent focal seizures persisted, and lecanemab was permanently discontinued.

	F/70
	1
	4/4
	ASP
100 mg
	3
	0 MCH 
1 SS
	3
	Severe
	Moderate SAH and Moderate MCH 

	General weakness and paroxysmal sympathetic hyperactivity occurred after the second infusion.
	Moderate
	High-dose IV glucocorticoid treatment; resolved ARIA-E and stabilized ARIA-H on follow-up MRI; symptoms resolved, and lecanemab was permanently discontinued.

	F/75
	0.5
	2/3
	Cilo
50 mg
	2
	 5 MCH 
0 SS
	4
	Moderate
	Mild MCH
	Visual disturbance 
	Moderate
	High-dose IV glucocorticoid treatment; resolved ARIA-E and stabilized ARIA-H on follow-up MRI; symptoms resolved, and lecanemab was permanently discontinued.

	M/59
	0.5
	3/3
	No AC/AP
	0
	0 MCH 
0 SS
	6
	Mild
	None
	Dizziness
	Mild
	Temporary discontinuation of lecanemab and oral steroid treatment; resolved
ARIA-E on follow-up MRI; symptoms resolved


AC, anticoagulant; AP, antiplatelet; APOE, apolipoprotein E; ARIA-E, ARIA with edema/effusion; ARIA-H, ARIA with hemorrhage/hemosiderin deposition; ASA, acetylsalicylic acid; CDR, Clinical Dementia Rating; Cilo, cilostazol; F, female; Inf No., the number of infusions before the detection of ARIA; IV, intravenous; M, male; MCH, microhemorrhages; Meds, any anticoagulant or antiplatelet medications; MRI, magnetic resonance imaging; SAH, subarachnoid hemorrhage; SS, superficial siderosis.









Supplementary Table 5. Baseline characteristics by lecanemab dose titration and APOE 4 genotype
	
	All participants
	Noncarrier
	APOE 4 Heterozygote
	APOE 4 Homozygote

	
	Standard
(n=354)
	Titration
(n=309)
	Standard
(n=171)
	Titration
(n=83)
	Standard
(n=161)
	Titration
(n=164)
	Standard
(n=21)
	Titration
(n=62)

	Age (SD), y
	71.6 (8.4)
	70.9 (7.9)
	71.7 (9.2)
	71.5 (9.4)
	71.8 (7.5)
	71.8 (7.6)
	67.3 (6.9)
	67.9 (5.3)

	
	P=0.32
	P=0.87
	P=0.93
	P=0.69

	Female 
	232 
(65.5%)
	224 
(72.5%)
	104 
(60.8%)
	62 
(74.7%)
	111
 (68.9%)
	113
 (68.9%)
	16
 (76.2%)
	49 
(79%)

	
	P=0.05
	P=0.03
	P=0.99
	P=0.77

	Education (SD), y
	11.6 (4.8)
	12.1 (4.2)
	11.4 (4.7)
	12.2 (4.0)
	11.9 (4.9)
	11.9 (4.3)
	11.4 (4.7)
	12.4 (4.2)

	
	P=0.19
	P=0.19
	P=0.95
	P=0.35

	MMSE (SD)
	22.5 (4.4)
	22.6 (4.2)
	22.0 (4.9)
	22.5 (4.4)
	23.1 (3.9)
	22.4 (4.5)
	21.6 (4.2)
	23.3 (3.3)

	
	P=0.64
	P=0.42
	P=0.17
	P=0.06

	CDR-SB (SD)
	3.32 
(2.37)
	3.21
 (2.25)
	3.46 
(2.56)
	3.20 
(1.76)
	3.11 (2.06)
	3.35 (2.58)
	3.67
 (2.89)
	2.83 (1.85)

	
	P=0.53
	P=0.41
	P=0.35
	P=0.13

	1 Microhemorrhage
	122 (34.5%)
	92 (29.8%)
	51 (29.8%)
	21 (25.3%)
	63 (39.1%)
	52 (31.7%)
	7 
(33.3%)
	19
(30.6%)

	
	P=0.20
	P=0.45
	P=0.16
	P=0.82

	Presence of
superficial siderosis 
	2 (0.6%)
	4 (1.3%)
	1 (0.6%)
	0
	1 (0.6%)
	1 (0.6%)
	0
	3 (4.8%)

	
	P=0.43
	P=1.00
	P=1.00
	P=0.57


APOE, apolipoprotein E; CDR-SB, Clinical Dementia Rating-Sum of Boxes; MMSE, Mini-Mental State Examination; SD, standard deviation. P values were calculated using independent-samples t-test for continuous variables and chi-square test or Fisher’s exact test for categorical variables, as appropriate.












Supplementary Table 6. Differences in monthly changes in clinical outcome measures between standard-dose and titration-dose groups by APOE ε4 genotype
	
	Estimated difference in monthly change compared with standard dosing (95% CI)

	
	All participants
	Noncarrier
	APOE 4 Heterozygote
	APOE 4 Homozygote

	
	Titration
	Titration
	Titration
	Titration

	MMSE 
	0.12 (–0.01 to 0.25)
	–0.02 (–0.27 to 0.22)
	0.10 (–0.08 to 0.28)
	–0.12 (–0.46 to 0.21)

	
	P=0.06
	P=0.86
	P=0.28
	P=0.47

	CDR-SB
	–0.05 (–0.12 to 0.02)
	0.05 (–0.07 to 0.18)
	–0.07 (–0.17 to 0.04)
	–0.10 (–0.31 to 0.11)

	
	P=0.13
	P=0.41
	P=0.21
	P=0.35

	MoCA
	0.18 (0.02 to 0.34)
	0.04 (–0.27 to 0.34)
	0.13 (–0.10 to 0.36)
	0.11 (–0.39 to 0.60)

	
	P=0.03
	P=0.81
	P=0.26
	P=0.67

	FAQ
	–0.14 (–0.32 to 0.03)
	0.16 (–0.47 to 0.15)
	–0.03 (–0.28 to 0.23)
	–0.29 (–1.01 to 0.43)

	
	P=0.12
	P=0.30
	P=0.84
	P=0.43

	AD-8
	–0.05 (–0.12 to 0.03)
	–0.08 (–0.20 to 0.04)
	–0.01 (–0.13 to 0.10)
	–0.22 (–0.52 to 0.08)

	
	P=0.22
	P=0.21
	P=0.79
	P=0.15


AD8, Ascertain Dementia 8; APOE, apolipoprotein E; CDR-SB, Clinical Dementia Rating-Sum of Boxes; FAQ, Functional Activities Questionnaire; MMSE, Mini-Mental State Examination; MoCA, Montreal Cognitive Assessment. P values represent the time-by-dosing group interaction from linear mixed-effects models. Linear mixed-effects models included a participant-specific random intercept and fixed effects for time, dosing group, symptomatic pharmacological treatment (acetylcholinesterase inhibitors and/or memantine), and the time-by-dosing group interaction. Time since lecanemab treatment initiation was modeled as a continuous variable.













Supplementary Table 7. Amyloid PET outcomes stratified by the timing of follow-up PET
	
	Time to follow-up amyloid PET

	
	3-9 months
	10-12 months

	Number of patients 
	64
	29

	Time to follow-up amyloid PET, mo
	6.4 (1.2) 
	11.5 (0.7)

	Baseline Centiloid value, CL
	70.5 (28.1)
	81.4 (22.8)

	Follow-up Centiloid value, CL
	44.0 (25.4)
	35.3 (21.0)

	Change in Centiloid, CL
	–26.5 (17.2)
	–46.2 (22.8)

	Full TRAC (<24.1 CL), n (%)
	15 (23.4%)
	8 (27.6%)


Data are presented as mean (SD) unless otherwise indicated. TRAC, treatment-related amyloid clearance.






















Supplementary Table 8. Baseline characteristics of participants with and without full treatment-related amyloid clearance (Centiloid < 24.1) 
	
	No. (%)

	
	Time to follow-up amyloid PET

	
	3-9 months
	10-12 months

	
	Full TRAC
(n=15)
	No full TRAC (n=49)
	P*
	Full TRAC
(n=8)
	No full TRAC (n=21)
	P*

	Age at baseline (SD), y
	70.9 (7.4)
	71.2 (8.5)
	0.75
	71.5 (6.4)
	68.7 (9.4)
	0.55

	Female 
	14 (93.3 )
	37 (75.5)
	0.27
	3 (37.5)
	15 (71.4)
	0.20

	Education (SD), y
	12.0 (4.3)
	12.1 (4.8)
	0.97
	10.1 (5.6)
	15.5 (3.7)
	0.03

	Age at onset <65 years
	4 (26.7)
	21 (42.9)
	0.26
	3 (37.5)
	11 (52.4)
	0.68

	APOE 4 genotype
	
	
	0.41
	
	
	0.74

	   Noncarrier 
	8 (53.3)
	18 (36.7)
	
	4 (50)
	11 (52.4)
	

	   Heterozygote
	5 (33.3)
	26 (53.1)
	
	2 (25)
	7 (33.3)
	

	   Homozygote
	2 (13.3)
	5 (10.2)
	
	2 (25)
	3 (24.3)
	

	Diagnosis 
	
	
	0.03
	
	 
	0.14

	   MCI
	10 (66.7)
	17 (34.7)
	
	4 (50)
	3 (14.3)
	

	   Mild ADD
	4 (26.7)
	31 (63.3)
	
	4 (50)
	15 (71.4)
	

	   Moderate ADD
	1 (6.7)
	1 (2.0)
	
	0
	3 (14.3)
	

	Acetylcholinesterase Inhibitor
	13 (86.7) 
	43 (87.8)
	1.00
	8 (100)
	21 (100)
	

	Memantine 
	0 
	6 (12.2)
	0.32
	1 (12.5)
	1 (4.8)
	0.48

	MMSE (SD)
	25.0 (5.5)
	22.2 (4.1)
	0.01
	22.9 (4.2)
	21.2 (4.0)
	0.52

	MoCA (SD)
	21.4 (6.2)
	17.3 (5.0)
	0.01
	18.5 (6.5)
	17.0 (5.7)
	0.55

	CDR-SB (SD)† 
	2.87 (3.08)
	3.91 (2.07)
	0.02
	3.4 (2.2)
	5.0 (3.1)
	0.17

	FAQ (SD)†
	6.3 (6.7)
	8.3 (5.4)
	0.16
	6.8 (7.2)
	11.8 (5.4)
	0.07

	Ascertain Dementia 8 (SD)†
	4.3 (2.8)
	4.9 (2.1)
	0.55
	5.5 (2.4)
	5.9 (1.8)
	0.87

	Baseline Centiloid (SD)
	39.2 (23.6)
	80.3 (21.5)
	<0.001
	67.8 (17.4)
	86.9 (22.7)
	0.03

	Lecanemab dose titration
	6 (40)
	33 (67.3)
	0.06
	3
	10 (47.6)
	0.70

	Any ARIA 
	4 (26.7)
	10 (20.4)
	0.72
	1
	4 (19.0)
	1.00

	Time to follow-up amyloid 
PET (SD), mo
	6.2 (1.0)
	6.4 (1.2)
	0.48
	11.3 (0.8)
	11.5 (0.7)
	0.18

	Changes of Centiloid (SD) 
	-27.7 (19.9)
	-26.2 (16.5)
	0.85
	-56.1 (18.9)
	-42.2 (23.4)
	0.08


Values are mean (SD) or number (percent). ADD, Alzheimer’s disease dementia; APOE, apolipoprotein E; ARIA, Amyloid-Related Imaging Abnormalities; CDR-SB, Clinical Dementia Rating-Sum of Boxes; CL, Centiloid; FAQ, Functional Activity Questionnaire; MCI, mild cognitive impairment; MMSE, Mini-Mental State Examination; MoCA, Montreal Cognitive Assessment; No., number; PET, positron emission tomography; SD, standard deviation. *Mann-Whitney U test for continuous variables and chi-square test or Fisher’s Exact test for categorical variable, as appropriate. †Low score indicates better performance.






Supplementary Table 9. Changes in clinical outcome measures according to full treatment-related amyloid clearance among participants who underwent follow-up amyloid PET at 3–9 months
	
	
Baseline scores
	
	Adjusted mean change from baseline to 
follow-up (95% CI)
	

	
	Full TRAC
(n=15)
	No full TRAC (n=49)
	
	Full TRAC
(n=15)
	No full TRAC
 (n=49)
	
P*

	MMSE†
	25.0 (5.5)
	22.2 (4.1)
	
	-0.52 (-2.10 to 1.06)
	-0.84 (-1.58 to -0.09)
	0.74

	MoCA†
	21.4 (6.2)
	17.3 (5.0)
	
	-1.48 (-3.81 to 0.85)
	-0.89 (-1.99 to 0.21)
	0.68

	CDR-SB
	2.87 (3.08)
	3.91 (2.07)
	
	0.08 (-0.73 to 0.88)
	0.64 (0.26 to 1.02)
	0.25

	FAQ
	6.3 (6.7)
	8.3 (5.4)
	
	-2.37 (-5.24 to 0.50)
	1.65 (0.33 to 2.96)
	0.02

	AD8
	4.3 (2.8)
	4.9 (2.1)
	
	-2.13 (-3.50 to -0.76)
	0.01 (-0.62 to 0.64)
	0.01


AD8, Ascertain Dementia 8; CDR-SB, Clinical Dementia Rating-Sum of Boxes; CI, confidence interval; FAQ, Functional Activities Questionnaire; MMSE, Mini-Mental State Examination; MoCA, Montreal Cognitive Assessment; TRAC, treatment-related amyloid clearance. Clinical outcome assessments were performed at a mean of 6.0 months (SD, 0.6; range, 4.8–8.9 months) after lecanemab treatment initiation. 
*Analysis of covariance (ANCOVA) was adjusted for the baseline score of each clinical outcome measure, baseline Centiloid value, time to follow-up amyloid PET, and time to follow-up cognitive outcome assessment. †Higher scores indicate better performance. 
















Supplementary Table 10. ARIA outcomes through the 6-month landmark in the CLARITY AD–comparable subset of JOY-ALZ
	
	All at risk for ARIA
(n=258)

	Any ARIA
	16 (6.2%)

	ARIA-E (with or without ARIA-H)
	4 (1.6%)

	Symptomatic ARIA-E
	0

	Total ARIA-H (concurrent with ARIA-E and isolated)
	15 (5.8%)

	Symptomatic ARIA-H
	0

	Microhemorrhage
	12 (4.7%)

	Superficial siderosis 
	4 (1.6%)

	Intracerebral hemorrhage
	0

	Isolated ARIA-H
	12 (4.7%)


ARIA, Amyloid-Related Imaging Abnormalities; ARIA-E, ARIA with edema/effusion; ARIA-H, ARIA with hemorrhage/hemosiderin deposition. The CLARITY AD–comparable subset of JOY-ALZ included patients with amyloid-positive early AD (MCI or mild dementia), age 50–90 years, MMSE 22–30, and CDR 0.5–1, and excluded high-risk MRI findings (>4 microhemorrhages, any superficial siderosis, macrohemorrhage, >2 lacunes, major-territory infarct, and severe white matter disease). The 6-month analysis included participants who had MRI-confirmed follow-up through the 6-month landmark or developed ARIA before the 6-month landmark.



Supplementary Table 11. Changes in clinical outcomes at 6 ± 2 months after lecanemab treatment initiation in the CLARITY AD–comparable subset of JOY-ALZ
	Clinical outcome 
	N
	Baseline score
	Change from baseline

	Mini-Mental State Examination
	126
	25.1 (2.3) [22–30]
	-0.66 (2.28) [-7 to 8]

	Clinical Dementia Rating-Sum of Boxes
	125
	2.41 (1.49) [0.5–7.0]
	0.45 (1.51) [-3.5 to 10.5]

	Montreal Cognitive Assessment
	123
	21.2 (4.0) [13–28]
	-0.57 (3.07) [-11 to 11]

	Functional Activities Questionnaire
	125
	6.1 (5.4) [0–20]
	-0.45 (3.90) [-19 to 8]

	Ascertain Dementia 8
	125
	4.2 (2.4) [0–8]
	-0.69 (2.12) [-7 to 5]


Data are presented as mean (SD) and range. Clinical outcome assessments were performed at a mean of 6.2 months (SD, 0.7; range, 4.1–7.8 months) after lecanemab treatment initiation.



Supplementary Figure 1. Forest plots showing estimated monthly changes in clinical outcomes measures for the overall cohort and subgroups defined by baseline characteristics and biomarker levels using linear mixed-effects models. Time since lecanemab treatment initiation was modeled as a continuous variable, with a participant-specific random intercept. Symptomatic pharmacological treatment (acetylcholinesterase inhibitors and/or memantine) was included as a fixed effect. To explore whether longitudinal changes differed according to baseline characteristics or biomarker levels, the subgroup variable and its interaction with time were additionally included as fixed effects.

A. Clinical Dementia Rating-Sum of Boxes (CDR-SB)
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[bookmark: _GoBack]B. Montreal Cognitive Assessment (MoCA)
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C. Functional Activity Questionnaire (FAQ)
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D. Ascertain Dementia 8 (AD8)
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